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NOVEL ACYLAMINO-SUBSTITUTED ACYLANILIDE DERIVATIVES OR PHARMACEUTICAL 
COMPOSITION COMPRISING THE SAME 



(54)Title: 



(57) Abstract 

Acylami no-substituted acylanilide 
derivatives represented by general formula (I) 
or salts thereof, and a pharmaceutical 
composition comprising the same. They have 
an antiandrogenic activity and are useful as a 
prophylactic or therapeutic agent for prostatic 
cancer, prostatic hypertrophy, defemination, 
hypertrichosis, bald head, acne, seborrhea and 
the like in which androgen is involved as an 
exacerbating factor. 
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r 3 : 7^mm^-xn{&mT^^m 

R\ R 5 , R 0 ^U?R 7 :|H-X«^oT7K^:T-, ttifeKStfTLTl^-Ofe ^{gJfcT/V^ 
gSci^ii, R 4 < ^R•VJ5-^<!r^or^^p^^^T-^^Tt^v^^^r/^^/^S^/*L 

Z:7-y/VS 

fat, z^fo7D- /^/nro/H«i^li, R 4 ^R r W'>^<H.>--^rii7K^j;fi-?W 

»*L<li, Z^Y-R'-'C^^cofSWJ^TW^P^WI^o 
Y: 5t — C— — S— XI* — C-N— -C^tl^S 

i,^fn7y-/i'i 

3g!^f*L<li, R"XfiR\ R u SU ! R 7 «ia7/^/uIfL<fi77/^^S»Ii 

- 3 - 



WO 98/22432 



PCT/JP97/04174 



jv} -4-7/^n--<^XT$K; 

N - { 1 - [ (3, 4-v ? ^7/'7i=- /W)^7/W<^/W] -1 -^/Woi^/U} -4-:7/M-P 

N _ { i - [ (3 -^00-4-^/7/7^^) TJ/W-S^fVU] — l — j^/V^^/U I -A — -7 

/W-2, 4, 6-hU7/w^-n-<^XT^K; 

— N — {1 — [(4 — vvV - 3 - ^Jy/^^^/^y^-;^) -ft /W<^/U] — 1 - 
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fi&s&WL-o^-pfeft^ry-- ^s, r^/^-^g, r^/^^s, ^>-ev§^*ts^ 

l^y^U-, ^^'K n — T'ntVW, -fy^otvw, n— ^^/U, -Yy^'f/L-, sec — ^^/U, tert 

rr 5 /v^s j \% rr y — - {ft&r a**^ - j ^S*1"S„ 

-C 2 _ 6 T/^-^S"Cfo l 9, 7^—/V3L7-=./V, y^/Uzfa^.^/^, t7f^xr^/U, 

rfg^r^y^^Sj « r^r/^/i^ - c ( =o) - j ufci-5 s 

mmT/u$M;isttts&inmB7Ji^/\'-c(=o)-o-i&mMirz> 0 
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7-C( = 0) -j^E*i"S= 
TO^LTR 4 £R^t>^;h^^LTV^^ 

^?V— /u, V^/—^, fc o yvV, t°7^, t'U^v 5 ^, try^yv, HJTV'— 
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pry— /ufcL-cwxvK— /k -rv-r^K-^, 3vy>, -ry^/y^, ^y/ft7iy, 

— /uirfl, ±few53Z.WH^^-7-PTy--/i' ; gr;Ei*1^. 
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\s^mmmL<tt&mMmk(Di£ L xfo<9, mm^m^^Lv?>mm^\ z.tib<om.t 

lER. 7ot°tyt, ->»PB(E, ^o^, ="^ife, fLSt, 
y>rfg^, fg^ig, j^.X/M^Bg, m^^/V^v^, ^Oif>^/W^V^L 

r^ifeiw^pjfi. -^-W^, 77y7-^, ^r^yyj*, t>>v*yt?j*, t/^-vm., y^-^ 
*^<s«**SS. tf-w^, m-fvrvy, i^y-^75y4i*«Wiii, yt», ^/u 
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^5Fitg^, ?-j-~/u?nw, tt^fvwuw, nmm, =.mtm, **~ym.<tm. 

C^ai7s-7-/HP, T-feh— hU^, N, N— i/;^/M"/W*T5K, N, N- ^>Vf-/UTirhT$K, 

r?>-, hv^/^7^, n, N-^^^r^yv, fy^>, 4-(n, N-v-vf-^r^y^, 

t e y^>, t 8 3y>, /p^^v^^colfiJEo^rf'F^R/t^-tir^o/^, /xJ££R?# {z.mft<5& 

-^m^^m^M, ZO)£?W%m&bLXnGreeneRWVJutsm, TProtective Groups 
in Organic Synthesis] %2mztmO)&Mmm*-mfZ>ZktfX$, ^fl^Klt^m^ 
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/vr^, by^/ur^, n, y>-, eyvV, 4-(n, n-vW^ts:/) 




&m (lb) «r»aH-5^ife-C*>5. 
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(Dumizm-rttfe, m^nm mm^Mizmm^m^mm^mm Lx$mx*%z>; 

mmmmix mm, mm, ma, &&<t, mm, nt&&, ^m^^v/yy^-moym 
%vit^m¥%mmLx?Tt>tiz>,. 

&n(vm&m% m%?mn<k'frWo%miRi'z>z\tizj:<9, ■h&^mmT&^mmt 

m<z\ktfx$z> c 

*%wit&m%ri/h~v7yiz£zfc^mmt%mmTzz\tiz£rj, m^m.r>h^ 
mxfoZ; 

SV40 1^7^— ^-itfeT-^CTMiH5^^ife# 

CHO SBJ|&£, itS 100 mm CD&flJ&i^fflxV^^ 1 X 10 6 12-18 nWik 

\Z, ])^*A>isVJ*b&tiM£*£1Z£V T^Kny^S^flE^Sfa^^K, MMTV-LTR 
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t#L/c(CHO/MMTV Sri^Ktetfcfls),, 
ttttmm^X SV40 ^— ite^-^MKIto^^Hx^L/'c, /cf£L, SV40 

(CHO/SV40 

CHO/MMTV ^^B^f|i5^f*:«*3j:r>' CHO/SV40 ^£^W$5^«£, tftSc 

^96weii M&mmm^;^— me 1 x io 4 inf t, 6~8 H$F B mt-«TO^££?s 

*PLfc = ik&mWM 18 1% WJh^-X 10% ^y-fen— /uSr^t?**R 20 // 

1 SrAP^.*Bia*t&*»L, 0.47mM /V^7^y^^tj>/W^7i7— £ 100 1 SrjlP 

mmtv-ltr m^mtisxxi, ##mift4 sv4o ya^-^-mw-^mt^xmh 
*%w{t£'Wi~£z>m3fmmkftmz ihmdht i^mmznzu^-mm-m-z 

S£#§P(%)=100(X-B)/(I-B) 
I:lnM DHT ^»Lfc^^(7)(MMTV;l'->7i7-t'Stt)/(SV40;W->7i7-t'?gtt) 
B:^^^T-<Z)(MMTV/l'i/7i7-t7S14)/(SV40/Ui/7x7-t''Stt) 
Xi^Wb^^^JPLfdll^ 
b)th T>-Kn^^^^(^^-r^$g^St4^W]$<J^fflC0ffffi (antagonist f^ffl) 

CHO/MMTV ^^BS^^^ffl/ia^J;^ CHO/SV40 £^W$g}&#M£, ^tl-^' 
96well «J^#ffl/W$y^V— h(d 1 X \0*mW$, 6-8 n^f£|E DHT(^i^ 
0.3nM)<t[RlH#{^^l3^{l:-^^^JPL/c : , it&WmO 18^^(3: 1% MJh>--X *5<fcU< 
10% ^'y-tro— /W'4r-atf^^20 m I ^JPx^B»^^L, 0.47mM A-v^^y^&r^t^ 
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&mm<t&mz.£5U^femmimim* o.3nM dht k j^^^^to^st^ 

P.a^4i(%)=ioo(r-x')/(r-B) 

I':0.3nM DHT O^^JOL/^^W(MMTV/V->7x7-tWJi)/(SV40/l'->7i7-t7£-ta:) 
B:ffi^gT'CO(MMTV^->7i7-t'Sti)/(SV40yL'->7i7-t'St4) 
X':*|gP^{L^<t 0.3nM DHT ^(R]n#(^^JjPtfcit^O(MMTV/Uy7x7-t'S 
'lt)/(SV40^->7x7-t'75ti) 
±IE^^'fe-eg:ffiLAciaS^^ 50%i^«R^{t^^jWM^J^ IC 5 „ £*#>/c c 



mi 





b) antagonist fNl 


a) agonist f^ffl 




l IC 50 (nM) 


io m Mmm<?>mwm(%) 




0.87 


1.9 




0.56 


0.5 




0.75 


1.4 




0.71 


0.4 




1.9 


0.3 


Bicalutamide 


0.88 


18.9 



2. ^^^^7y]^^^^n^#^ir)feji*^^n(cM1-s»fliiJ^ffl 

3 I^f)ftx Wistar^yb^*^ 72 P#F B 1J;^7 ae^>ir7^h^-/-D>^oJ:W^6^ 

fc^£H0n?N^i 0 i[h]5 0 ^il^-S-L/c, fly&g:^ 6 o^m, »Jfifrii^rSSft^ 

:7w^^7^h;^p:/:fcj:i>*^i^ 

- 13 - 



WO 98/22432 



PCT/JP97/04174 



HUM m(%)= 1 00(B-A)/(B-C) 

C:«©iPOl«iiISIlt 



m2 





m&mm&miiWMm (%) 

(10mg/kg p.o.) 




79 




79 



nma^COm^Al 0 01~I000mgM, £7-*L<fiO. 1-lOOmg, a 

S-^-COiJ^jcAie^^O. 1-lOOmg, ttf$.L<ttQ. 001~50mg&$refc!9, rtiSrilH 
T?, fc5V^i2~4|IH^tT&-f?-1-3 c 
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«Jt^fc5» ^Wc^ffiJ»tt£of-|M2i|, ffifflSU, ?Ufc»l, 3cJ£fltfRI 

2 - (4 — 7^^-ci7a:=-/V^/U*=/VT^y ) ^ i'SM^l' 
/VT$>-2. 23g, p-^/^n^rc^/V^/U^/U^nyKl. 95g£rJll#;ij§TLfctg, T/l^=>" 
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4-7^7-2 — Y^)y^xi^;V^<^/=^y)jVB. 00g£^np#/UA20mH::}£fi?U fti 

4-^/ur$y-2-hy7/^n^/L-<>y'-hy/^ 

TR^t^K^O. 22g£N, N— ^^^yUAr^KlOml^KaL, ±lE4'-i/7/ 
-3'~bV7^ti^/^hV7/^X3T±bT^Wl. 41g^UX7l<^T30^1#L/c = s 

2- (^^/W^i/T^/) -2-p<^ L /V7 = n/'<>-^ai^/U 
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4_ 7/ u^-D^<>-y^/v^nv)K 0.68 g ^ripx., 10 mffl1X\W\&MLt--„ ffi1£T-M 

m 0.95 g Sr&fco 
##0iJlO-l 

2-T57-N- (4->7y-3-Hi7;VtD^f^7i-/V)7PA>'7$K 
##0ij4- 1 -e^t fc2 - /W-T S / - N - (4 - ~>T / - 3 - hi; 

T, yy^^^7VK79()mg, E?^*^*^/!'!- ^r/l^^flseOOmg^rHIS^AP^, 

mm 

2-T^y-2-^^7°nt 0 ^-^277mg^N, N-^p^UTizhT5K3ml|£&iSU 
-10°C(^T^-^DyKO. 206ml^JP^[WlrS.^TlBtr B mW i Lyc o JfcV^TM-TSy- 
2-hy7/V^P^^^X-hy^JPX., M*-Cffc* |£#£L&tf$b2Bt|injf #L7^ 

Lfc 0 iBHiLfc»#e**rft* :t ^'^*WL, ^7K^i^hy^A('T^#Lfc mm&$k 
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###iJ10-2 



2— T^y - N- (4 - >7V-3 - h^/l^n^/l'^^/U') -2 -^/i^D^i/TS:!-* 
##0iJlO-3 

2-T57-N- (3, 4-^^/7^^) -2-^^o^^T5K 
(l)2-^^^^^^=^T57-2-p«^-/l'7'DxN o ^30g < i:N, N-vW/l'T-fc 
hT^Kl30mlO^«, -20 ! t(c:^iPL/c^ ) ^-^^oyKlO. 2ml^ITLfc= T 
/UrfV#ffl^iT, ElffiJrrillSHflflBfcLfcfc, 4-T^7^0-hy/H8. 2gtN, N-v^ 

^m^mm^^xmum, mfvnwTkxmftu^ mz., iN*gg&, i&wji^hj^ 

^•/U^/U^F25ml, E.y^it^m'J^^^—'r^W-l^ml^MTL, MUX'l^mk 
W^tz: SMlilNlMx., WLfcf&^U TkmZPvvK^xmftUz.., tKJI 

#%^iJll-2 

2-T$:/-2-(3 l 4-v : v'T/7^=i/l'^7/W-<^/Wrc^;l. TiTT^— h 
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#'%0i]l2-l 

2-7^-N-(4->7y-3-KV7/^n^f;U7x^;V) --3— ^MF-i^P^T £K 

2- ^>^t^;^'-/l'7^-N-(4-->7y-3-h!J7/^D^7i=/l') 
-3-^h*S^"n^VT5K2. 0g£Ti?h-hy/K30ml(^j?U ?k^T, aVikhV & 
isylsl. 4ml^P^, l^ta-C 1 B5rafflH*L/_ s RfciftJw**/— /Uml, 7K30mlSrW»:»P 

##0iJl2-2 

l-T5y-N-(4-->Ty-3-Ny7/i-^n^f-^7^^^)i/^p^/U^/M^i^5K 
###iJ12-3 

3- T^y-N- 3 — hy7/U^-d^/U73i=/U)— 2, 2- S^^vWT'n/O 
##0ijl3 

(3, 4-^>ry73i=. /w-s-^^^t^k 

##F'JlOT^L^2-rU^^r^/Wj?-^r$y-N- (3, 4-^>T/7rc^/u) 
-3-^/^'^T5Kl. 88g^.t>*^530mg(D7 i h7tKD77>^fK(w7 i h7 d f^hy^ 
x-^77^>^7^^1. 66g^JP^T/^Vr^Tl0Htf H ^P^5S»ftL/- o SfSflt 

y^/U^i^n-v-f^^ — CtfSL, ^DD*/WA-^y- /U(95:5, V/V)J£ffl 
###|14 

l-^>-v?/U^i/*/M^/l--N-(4-i/Ty-3-hy7 7 /l'^a^^/l'7ai— /V) -2 
-^/KrnyvT^K 

1— ^V^/I^^i^/M?— 7l^-2-p<f-/W-y r "Dy>3. 2g§rl, 2-^nnx^7i0ml 
l^ftPU ?k^T, ^1^y/V-^nyK470mg^Tt^m, «Ii©N, N-v^/l^vU 
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ml, ^vg7k50miT-^n^j5fe#L, »7R^-v^^^^rz:itLfc 0 i$J±T(r.?#W 

###|J15-1 

[4- (4-7/l^^o^^yV/l-)T5Fl^^P^>'/l'^^#Val 

4-T5yv-^n^^/^/U^Vgt(cis S."0« irans CO^£-#j) 1. 43g£lM5£'7ki$Ht:-^ 
yy^7k^ft£lOmH^WU hU^^^TSVl. Olg^Jllx/c:, ^l/^-C4-7/^o-<>yV 

#i%tfiJl.5-2 

1 - (4 - 7/U t n-<y/V ^) 7 f f y > - 3 - ^ vU^Vi 

Ref.Ex.^^'l^^- 
DATA ■MMit^-m^ 
NMR :t^^*Rl^^h^ 
(^TOb/d^PS*?, DMSO-d 6) 

tms pWi*p-efij5£) 

mp : 

*3 



AcOEtrBfclfe^^ 
Hex :^r^> 
EtOH :^5>;—j\s 
(Et) 2 0 : v 1 ^.^/^— 
l,2-diCl-Et:l, 



Ref.Ex 


DATA 


1-1 


NMR: 6 :0.77(3H r t l J=7.3Hz),1.40-1.66(2H t m),3.40-3.64(1H,m),3.68(3H,s) t 7.28-7.47 
(2H t m) f 7.77-7.92(2H,m) > 8.15(1H l d t J=8.8Hz) 


1-2 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.68(6H I s),3.79(3H,s),6.77(1H f br),7.00-7.19(2H ( m),7.71-7.87(2H l m) 


1-3 


NMR(CDCI 3l TMS internal standard) 

6 :1.65(6H t s),3.62(3H f s),4.00(3H ( s),6.95-7.45(3H,m) l 8.20-8.49{2H t m) 
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Ref.Ex 


DATA | 


1-4 


NMR: 6 :1.46(6H,s),3.58(3H,s),7.90-8.03(4H ( m),8.72(1H,s) 


1-5 


NMR: 6 :1.48(6H,s),3.60(3H > s),7.73-8.10(4H,m),8.85(1H l s) 


1-6 


NMR(CDCI 3l TMS internal standard) 

6 :1 .Sg^H.sJ.S.SS^H.sJ.S^O H l s),7.08-7.16(2H,m) t 7.85-8.85(2H,m) 


1-7 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.48(6H,s) I 3.71(3H,s),5.63(1H > br) l 8.02-8.12(2H,m) t 8.31-8.40(2H,m) 


1-8 


NMR(CDCl 3l TMS internal standard) 

6 :1.44(6H ( s),3.66(3H,s) I 3.86(3H,s),5.27(1H,br) t 6.90-7.00(2H ( m) l 7.56-7.86 (2H,m) 




NMR(CDCI 3t TMS interna! standard) 

6 :2.55-2.64(2H,m),3. 1 2-3.34(2H l m),3.69(3H,s),7. 18-7.31 (3H,m),7.81-7.85 (2H,m) 


1-10 


NMR(CDCI 3l TMS internal standard) 

6 :1 .1 9{3H,d,J=6.8Hz),2.53(2H,d,J=5.5Hz),3.62-3.90(4H l m) l 5.37-5.45(1 H,m), 7.1 1 - 
7.21 (2H,m),7.79-7.95(2H,m) 


1-11 


NMR: 6 :1.15-1.32(4H > m),3.31(3H,s),7.32-7.52(2H l m) l 7.73-7.89(2H,m) l 8.78(1 H,s) 


1-12 


NMR: 6 :1. 07-1. 28(2H,m),1. 35-1. 55(2H l m),3.60(3H l s) l 7.20-7.40(2H,m),7.85-8.01 
(2H,m),9.08(1H,br) 


1-13 


NMR: 6 :1 .40-1 .57(4H,m),1 .80-2.02(4H,m),3.45(3H,s),7.31 -7.51 (2H,m),7.40-7.90 
(2H 1 m), 8.25(1 H t s) 


1-14 


NMR: 6 :1.55-2.25(8H,m) l 3.58(3H ( s) ) 7.19-7.39(2H l m),7. 85-8.01 (2H,m), 8.66(1 H,s) 


1-15 


NMR: 6 :1 .15-1 .40(61^™),! .65-1 .88(4H ( m) t 3.39(3H,s) 1 7.30-7.51 (2H,m),7.74-7.90 
(2H ) m), 8.08(1 H f s) 


1-16 


NMR: 6 :1,38-2.30(10H,m),3.58(3H l s) l 7.18-7.39(2H l m),7.83-7.98(2H t m) l 8.38(1H f s) 


1-17 


NMR: 6 :1 .97-2.10(4H,m) l 3.58-3.76(7H,m) l 7.27-7.35(2H t m) I 7.90-7.98(2H l m), 
8.64(1 H.br) 


1-18 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.29(3H,t,J=7.5Hz) t 1.30(6H l s),1.54(6H,s),4.21(2H,q l J=7.5Hz) l 7.10(2H l t > J=8.6Hz) l 
7.71 (1 H ( br),7.81 (2H,dd, J=5.4 p 8.6Hz ) 


2-1 


NMR: 6 :0.77(3H,t,J=7.3Hz) l 1.40-1.66(2H,m) l 3.42-3.66(1H,m) l 7.29-7.49 (2H,m), 
7.77-7.92(2H ) m),8.15(1H,d l J=8.8Hz) 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .39(3H,d,J=7.3Hz) l 2.84(3H ( s) t 4.65-4.89(1 H,m),7.07-7.27(2H l m) 1 7.76-7.92 
(2H,m) 


2-3 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .68(6H l s),7.00-7.33(3H,m),7.73-7.89(2H,m) 


2-4 


NMR(CDCl3,TMS internal standard) 

8 :1 .69(6H ( s),4.01 (SH.sJ.e.gs^^SH.mJ.S^O-S^I (2H,m) 


2-5 


NMR: 8 :1.46(6H ( s) ( 7.92-8.05(4H,m) t 8.70(1H ( s) ( 12.25(1H,br) 


2-6 


NMR: 8 :1.48(6H,s) ( 7.79-8.11(4H > m) l 8.87(1H,s),12.23(1H,br) 


2-7 


6 :1 .68(6H,s),5.05(1 H,s),7.05-7.1 4(2H,m),7.66-7.77(2H I m) 


2-8 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.53{6H,s),5.44(1H l s) l 8.03-8.12(2H l m),8.31-8.41(2H,m) 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .43(6H,s),3.74(3H l s),5.30(1 H,br),6.89-7.01 (2H,m) 1 7.57-7.80(2H l m) 


2-10 


NMR(CDCl 3 ,TMS internal standard) 

6 :1 .76(6H l s),4.74(2H,br),6.95(2H l dd l J=1 .8Hz f 7.7Hz) l 7.08(2H,t,J=8.7Hz),7.24-7.35 
(3H ( m),7.78-7.84(2H l m) 


2-11 


NMR(CDCI 3 ,TMS internal standard) 

6 :2.58-2.69(2H,m),3.12-3.33(2H,m),7.20-7.29(3H,m),7.81-7.87(2H l m) 


2-12 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.19(3H,d l J=6.8Hz),2.53(2H,d,J=5.5Hz) t 3.59-3.88(1H l m) l 5.37-5.46(1H l m) l 7.09- 
7.27(2H,m),7.83-7.99(2H,m) 
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Ref.Ex 


DATA 


2-13 


NMR: 5 :1.10-1.42(4H,m),7.32-7.52(2H l m),7.73-7.89(2H > m),8.61(1H,s) l 1 2.28(1 H.br) 


2-14 


NMR: 6 :1. 01-1. 20(2H,m),1. 27-1. 49(2H ( m) ( 7.15-7.45(2H,m) l 7.85-8.08(2H t m), 
8.98(1 H.br), 1 2.37(1 H.br) 


2-15 


NMR: 6 :1.20-2.05(8H,m),7.29-7.50(2H ( m),7.75-7.90(2H > m),8.05(1H I s) I 1 2.42(1 H.br) 


2-16 


NMR: 6 :1 .55-2.25(8H,m),7.1 8-7.40{2H,m),7.84-8.01 (2H,m),8.51 (1 H,s), 1 2.12(1 H.br) 


2-17 


NMR: 5 :0.95-1.95(10H, m),7.27-7.50(2H,m),7.81 -7.92(3H,m), 12.38(1 H.br) 


2-18 


NMR: 6 :1.25-2.35(10H,m),7.15-7.42(2H > m),7.80-8.00(2H,m),8.24(1H l s) 


2-19 


NMR: 6 :1. 90-2.1 2(4H,m),3.57-3.77(4H,m) l 7.27-7.35(2H l m),7.90-7.98(2H > m), 8.52 
(1H,br).1 2.37(1 H.br) 


2-20 


NMR(CDCI 3l TMS internal standard) 

6 :1 .33(6H,s),1 .58(6H f s) > 7.07(2H,t ) J=8.6Hz),7.40(1 H,br),7.81 (2H,dd, J=5.1 ,8.6Hz) 


3 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.38(3H,d l J=7.3Hz) l 2.84(3H l s),3.56(3H,s),4 .65-4.89(1 H,m),7.08-7.29 (2H,m), 
7.76-7.91 (2H,m) 


4-1 


NMR(CDCI 3l TMS internal standard) 

6 :1.47(3H,d t J=7.0Hz),4.32-4.48(1H,m),5.17(2H,s), 5.25(1 H,d i J=7.0Hz),7.35 (5H,s), 
7.75-7.77(2H,m),7.92(1H,br),9.06(1H ( br) 


4-2 


NMR: 6 :1 .41 (6H,s),5.01 (2H,s) l 7.28-7.35(5H f m),7.69(1 H.s). 8.07(1 H,d, 
J=8.8Hz),8.20(1H l d,J=8.8Hz) t 8.33(1H,s) l 10.34(1H,s) 


4-3 


NMR: 6 :3.27(3H,s) l 3.34-3.64(2H l m),4.35-4.46(1 H,m),5.00-5.1 0(2H,m),7.30- 
7.39(5H l m) f 7.76-7.82(1H ( m),8.01-8.14(2H,m),8.28-8.32(1H,m) t 10.91(1H l br) 


4-4 


NMR: 6 :1 J9(6H,s) l 3.27-3.32(2H,m),4.98(2H,s),7.25-7.38(6H,m),8.03-8.1 7(2H,m), 
8.30-8.35(1 H,m) 


4-5 


NMR: 6 :0.85-0.95(6H,m),1. 99-2.09(1 H,m),3.99(1 H,t,J=7.8Hz),4.47-4.51 (2H,m),5.1 6- 
5.22(1 H,m),5.27-5.35(1 H,m),5.86-5.97(1 H,m),7.64(1 H,d, 

J=7.8Hz),7.99(1 H,dd,J=1 ,4,6.3Hz),8.07(1 H,d,J=6.3Hz),8.31 (1 H,d,J=1 .4Hz), 1 0.86(1 H 
,br) 


4-6 


NMR: 6 :1.60-2.90(6H l m),5.02(2H,s),7.10-7.50(5H,m) I 7.95-8.40 (4H,m), 10.24(1 H,br) 


5 


NMR(CDCI 3l TMS internal standard) 

6 :1.57(6H l s) ( 5.10(2H,s),5,50{1H l br),7.34(5H,s) l 10.42(1H,br) 


6 


NMR(CDCI 3 ,TMS internal standard) 

6 :7.28(1 H,d,J=7.8Hz),7.87(1 H,dd,J=1 .5,7.8Hz),8.46(1 H,d,J=1 .5Hz) 


7 


NMR(CDCl 3 ,TMS internal standard) 

6 :2.93(3H,d,J=5.2Hz),4.68(1 H,br),6.68(1 H,dd l J=2.4,8.6Hz),6.84(1 H,d,J=2.4Hz),7.41 
(1H,d,J=8.6Hz) 


8 


NMR(CDCI 3> TMS internal standard) 

6 :1.26(3H i t l J=7.3Hz) I 1.30(6H,s),4.18(2H,q 1 J=7.3Hz),4.72(2H,s),6.04(1H,s) l 7.25- 
7.36(5H,m) 


9 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .29(3H,t,J=7.0Hz) l 1 .72(6H,s),4.24(2H,q t J=7.0Hz) f 4.66(2H,br) ? 6.95(2H,d,J=7.7Hz 
),7.07(2H,t l J=8.7Hz) l 7.26-7.34(3H,m) I 7.73-7.77(2H,m) 


10-1 


mp: 79-80°C 


10-2 


mp: 116-117°C(AcOEt-Hex) 


10-3 


mp: 234-238°C (EtOH-(Et) a O) 


11-1 


NMR: 6 :1 .32(6H t s),5.34(2H,br),8.06(1 H,d,J=8.4Hz) l 8.21 (1 H.dd, J=2. 1 ,8.4Hz),8.44 
(1H,d,J=2.1Hz) 


11-2 


NMR: 6 :1 .99(3H,s),3.67(1 H,t,J=5.5Hz),4.1 8 (2H,d,J=5.5Hz) 5.05(2H,br) f 7.95-8.20 
(2H l m), 8.30-8.45(1 H,m) 


12-1 


NMR: 6 :3.26(3H,s),3.32-3.62(3H,m) ( 4.97(2H l br) f 8.07-8.15(2H,m),8.38-8.41(1H,m) 


12-2 


NMR: 6 :1 .55-2.70(6H,m),5.31 (3H,br),8.00-8.55(3H 1 m) 


12-3 


NMR: 6 :1.14(6H,s),2.75(2H,s),3.31 (1H.br), 5.34(2H,br),7.96-8.10(2H,m),8.27-8.30 
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Ref.Ex 


DATA 




(iHm) 


13 


NMR(CDCI 3 ,TMS internal standard): 6 tf.sefSH.d.J^.eHz), 1.07(3H,d, 
J=7.0Hz) t 2.41-2.53(1H,m) l 3.43(1H,d l J=3.3Hz) l 7.73(1H,d l J=8.8Hz) l 7.94 
(1 H f dd,J=2.2.8.8Hz), 8.21 (1 H,d,J=2.2Hz),1 0.1 8(1 H.br) 


14 


NMR: 6 :1 .51 (1 .5H,s),1 .53(1 .5H,s),1 .86-2. 04(3H,m), 2. 13-2.23(1 H,m),3.51-3.62 
(1H l m) f 3.67-3.80(1H l m),4.88(0.5H,d l J=12.6Hz),5.07(1H t s) l 5.13 (O.SH.d, J=12.6Hz), 
7.02-7.1 8(2.5H,m),7.27-7.40(2.5H,m) l 8.03-8.30(3H,m) r 10.01 (1H,s) 


15-1 


NMR: 6 :1.30-2.50(9H, m), 3.10-3.50(1 H, m), 7.21-7.36(2H, m). 7.87-8.40(2H, m), 
8.14-8.28(1 H, m), 12.24(1 H t br) 


15-2 


NMR(CDCI 3 ,TMS internal standard): 6 : 3.46-6.60(1 H, m), 4.30-4.60(4H, m), 7.06- 
7.18(2H, m), 7.61-7.70(2H, m) 



#%0ijio-i-c^tfc2-T5:y-N-(4-->Ty-3-h!;^/u^D^/w7 ; c^/u) 

^nxs>T^K250mg&?PP*/W*5mU::^fi?U zKffiT, hV^^TV^l lOmg, ^> 
Pt3^/U^50mlT*#^, lNJft»50ml, g&fn&fe*50mlTi5fe^L, jS*«E»^^-**> 

N- (4— J/7V — 3 — hy7/U^n^/^7*=/V) — 2— {[ (4— 7/U^-n7ai=./U)^/U* 
ft?L, 7K^T, ■^-dF-tfy^nyK470mgSr«TLfc|ft, MfiON, 

FaW+Lfc, Si^«i^^^-^50mlT'^«?L/c^, lN*fig?50ml, t&fnfiWzK50ml. 
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81mg<Hf-/c, 

mm\ 17 1 mmz-Lx^mm 1 s - 2isr&j*Lfc 0 

»0ij22 

N- (4->>T/ — 3 — hy^/U^-o^/U^i— /V) - 2- { [ (4 — 

N _ ( 4 _ 7 — 3 - Y^)y /V-^U^lV7-^—)V) - 2— { [ (4 -7^071-/1-) ^/W/Jn 
^./^T^yl^P^^^T^KeOOmgSrlv^^lOmll^fiPL, Lawessoni^290mg£#P 

{t<£%339mg£#fc 0 
H«]25 

N— { 1 — [ (4- ~>Ty — 3 — hy7/U^-o^/U7=t=./U)*/W<^/U] - 1 — ^f/Hf 

2-(4-7/l';*-n;^>0^/iyr^ 
£J&flFU ?K?pT, /W^X^^933mg, N-:/n^;*^W5Kej33mg£rlli& 

7/w^-n^/w^^y^hy^872mg^>l:To^gx., M-e3BSflUlfc#Lfc: s ^JITJ-^ 

)§Yfcl^l56mg£#fc 0 

^0iJ25i:l^#^LTll»!)26-33?r-a'^L/c o 

£3%0H li:^{z:LT^*fii0!|34 - 64t'^Lfc, 
HJ&£#|J65 

N— { 1 — [ (4— >7)\3 — hy^AoJ-n^/l^icSL/lO tf/W^-f/U] - 1 - ^>Vzz.==f- 
>V\-2-*/T J^<vXT%Y 
(1) 7^WT5KBft5. OgcD^Db.^^^somK^, tK'&T, 27ml 
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(2)#%^iJlO-2T^jcL/c2-T5y-N- (4->7/-3-h!J7/^n^f ;U7x^^) 

r&U ^gM-ft;^190mg^#/c o 

N- (4 -i/T S — 3 - h!i7/^P^f/l'7x^^) -2 - [2 - (4-7;l/tn7x=/U) T 
■ir^/l'T^y] -2 — ^A^W-^T^K 

(D4-'7/l'^-c3v'3i^/^^l02mgC/J>v ; ^oo^^^^5ml(' ) 7k?£T, ^"If 

(2)##fmo-2^J5£L7c2-T57-N-(4-^T7-3-hy^ 
/l^^-^/l^ts/^T^KlSOmg^^nn^^^ 

^?£T±fd4-:7/U:^P:7:x.~/UTir^/^ PfiT'l. 

n- { i - [ (4- v-Ty-a-hy^/^o^/^^^— a>) #/w<*>r /u] - 1 -^f/^f 

>V\ -2-tKadf-v-^<vXT5;K 

^itF'j44T ^RfeL ^2 -(ll-[(4-y7/-3- hU 7 /U^n y ^ /U7ai=./U) * /Uv 
- 1 - ^/Vol^vW id ;V/<^y( iV) y'^^./UT'-fe^r— hl50mg$r^^7— ;Hml|:^ 
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->^m^tM, iNmrnzmtLZ- t^mmM&wt, ^m^^mm^^t 

N _ { 1 _ [ ( 4 _ *>7V -3- hy7/>^-n^^-/U7a:=. /U) ^/W^^] - 

(1) 8-=^ yy^^7/>7^>^230mgCO^an^^^^5mH^, 7kffrT\ y/l^nLI 

(2) #%0iJlO-2T-a-fi5cLfc2-T5:/-N-(4— >Ty-3-MJ7/^D^/^3i- 
/U ) -2-^f-/U7n/sy7^K300mg«v ; ^oP^^yig5ml|; i tK^T, -kfE8-^yy 

M^j68tlRl«^LT9El6«69-78Sr^fifeLfc a 

N— - { l — [ (4 — - 3 - hU yjvirxi tV) ^/U/<.^/U]-i-^ >vzr. =f- 

7V— A-0. I8g, 1 — (3 — i^y^^T^y^ntf/U)— 3— 3i^-/U*/UsK^5KJ!fiBfcifiO. 2 

sgSrWjfcap^fc, mux, 2mmmwuzm, 2-r^y-N- (4-^ry-3-w^ 
ttju, mamki-hvvj>>7kfemx?&ftLtz&, m&mm^^v^x&muc: m&T 
•mi&ffl79kmm\zLxm&m8o-87&-£-j&Ltzz 
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/UTi?l-T5K30ml(^fl?U -20t^*PL3tft, f-tf^/^nyKi. lmlSriRTLfcn 
T ;u=f^mm % T , OtflBl BB«#L fcSfc ■ 4 - 7 5/ - 3 -V)7 fr* o^f/i^l//= W 

SWTKT-^Lfco 5E(i, 0. 1N», »Mfk-*-hy^i».7k«PJST?iJfc*Lfc«, 

uko. 56mi, hy^/w^o. eemiSrAS&flu*.. M-ransmiW^Lfc: SJ^^^fp 

swtk^p^, ft»3i^/u-cttWLfc^, o. iNii, mQmti-bvvj*fr&mx*mftL 

N - { 1 — [ (4 - v"7V — 3 - hy^U^-o^^^ai— /U) # /W^>f/U] - 2 - tRP^r ->rc 
2 — [ (4 — v'T/ - 3 — hy 7/l'tn^f/l'7i-/l') #/W<-=e-i'/l'] -2 - (2 - :7/M"n^< 

N- { 1 - [ (4- v-ry-3- hy^u^-n^^/up'^/H^/w^^/V] - 1 
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2-T5/-N- (4->7y-3-|-!J7/UtD^^7^/U)-2- >V7'us<l/T%\?4 
30mg^h7tKay'7>5mn-f^L ( jklriT , W)^^T^2mu 1, 4-*Mr->'<> 

L, SKK^W^^^ftJftLyto WET»-*«ES:e*Lfctft, »aE4:'>y*^/u*vA^n-vh 
3Hifli#i)93 

4_y 0 *e-2-^nn-N—{l-[(4— *>Ty-3-h!J7/V'^-t3^/U73i=>/l')*A'^ 

/I'] - 1 - 7<f- ) ^>XT5K 

4 - - 2 - ^ PP^S#It52()mg^ h7tKo77V10m]|^?L, T^^H* 
y;ix77nUK230Ml. N, N-S^^/i'^A'AT^KljKSrKfiJfcAn^.. ^atiTH^IBHJH^L^::: 

^h7tKP77>4ml(^J?L, 7K^T2-T^y-N- (4-v-7V-3-MJ77M-Q7<^ 

raflEt^Ufco SlS*<-**an^-, 2^KI30^|BiaH«|iL, ^Tt3Slfc&«*Lfc:. *js& 
g^@^^7P50mltlN^7K^30ml«tl^Sflt, #Wf£g&fn^§£7k?!f ^H^i** 
^30ml, ISfP^lfi7K30mlX2-CSfe^L > Stife-^ WAT?(£jftLfcc JftBETlwi&iflE&e 

^f'j93 < t|5]^^LT^JS^J94^^L/c c .. 

N- (1 — [(4 — S/'T/ — 3 — W^/V^P^-A^icS. /U)7J7U7^^/U]-l-^/Pm^- 
} - 4 - 1 Ko^f ->x>X7 5 K 

N - { l — [ (4 - ->7/- 3 — V])-7/V^-u^;vy^.=.;v)ij;W^^/V\ — l - ^f/nf 
/V} -4-7 < h^->^^X7'5K340mg^:7 { 7 c W^oyKl0mn^)!i?L, -78t|ItlM£ 
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^it^mmt^^mm. 5m\%M^Mmzx4omfflmwut 0 jxfcm**^* 

3O0itf'j96 

-Y/U] — l-^/Wo^A') -4 — 7/l'tn-<>'X7$h* 

BV&WOxnl&MZ., -10- 1 5 C-C» F, M{by>-0. 48gSr4>Li*oap*.fc !: - 

1 0*CT? 1 Byf WHtttft . 13 ?fljKT4 — T5.y — 2 — W 7 A^P /U^^V*^ hU /U0 . 5 9g& 

ma., £b^ux*mr$mwLti„ ^mm.^^^^x^Wik, TKstu 
-T^xvcmLxmMit&mo . 6 

»tf'j97 

N— f 1 — [ (4 — V-TV — 3 — HJ^/l^Pj^/Uyj:— /P)^7/W^^/U] — 1 — ^f/Uxf 

/V } - 4 - ^ ; U ^- d - N - 1 K n df- $✓ XT 5 K 

N — <>>i//U^i/--N- { 1 - [ (4 — *>ry— 3 — HJ^/M-a^/l^ /U) 
-i , /W]-l-^/V^/V'}-4-7/V^-0-O'XT5K0. 3g*J«fcU<^Bg71'' i E-=- 15g 

»«{Lfc = ^*^-w»^/Ki: i)*m«»J;o#e>ntoi$iBi«:fiWft^/i'i3J:u c ^ 

|H*S#!|98 

N _ (4 — iyT-y-a-l-y^/U^p^^/Uy^n/U) -2-^ /U-2— (3-7x^/^W 
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#^J10-2-t?^BaLfc2-r$y-N-(4-i^ry-3-W7/Uahny^-/l/7rt^/U) 
■7— h659mg^JP^, 5l*|«Ht#Lfc«, K&igffcfc:, i&fbSflt*. g^TlNil 

(fe205mg$:Wfc s 

-2-p<^/l-^o^^>T5:K400mg^^yv ; >5ml[^^?L > {'f-Hr^V 4 i^-^mWk'AA 
4mg, MJ^^/VT5:>226mg^Px., MT?110H#M!t#Lfc a Jx^lf^2Nffit7Kii 

351fe^j25tl^«^L-C^lfc«»JlOO-104«r^riiLfcn 

mt&M ltmm^LxmMMio^ - 1 07*^Lfc a 



N— (4-W/-3-M)7/U*n^/I/'<y/^A') -[4- (4-7/^n-^>y-f/V)T^ 
1 5 - l"C£>j*Lfc[4 - (4 -7^D-cyyV;u) 75: K]->^n^^/v^/w#Vgt 

&-(Djk&!to (A) &mzo JE W«r«EttfflW>»tt fls (B) 
If »J 130i:(B]^^LTlfJ£^!] 13 1 Sr-g-fifcLfco 



JfS0ij25t^jiLT^J|gF!J112-122^j*L/c e 
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R 4 R 5 R 6 R 7 

! i M 

u_ _..t n 

Ex. :Hi£^J#^ MS rftttSttlrtt 

Me i^A- (i-Pr^O^^y^ntVU^— TVl- 

Et r^^/W MeOH \*9J— >V 

Ac iTir^/W i-PrOH A V7P/V- ^ 

Benzyl — ch 2 — 

^4 




Ex. 


R 1 


R 2 


R 9 


DATA 


1 


CF 3 


CN 


CH 3 


mp: 1 64-1 65 C 

NMR: 6 :1.37(3H t d l J=6.8Hz),2.94(3H i s),4.01-4.17 
(1 H,m),7.68(1 H,d,J=:8.0Hz) t 8.06(1 H,dd,J=1 .8,8.8Hz),8 
.1 2(1 H,d,J=8.8H2) f 8.29(1H f d t J=1.8Hz),1 0.80(1 H,s) 


2 


CF 3 


CN 




mp: 189-190°C(AcOEt-Hex) 

NMR: 6 :1 .21 (3H,d,J=6.8Hz),3.94-3.98(1 H.m), 7.46- 
7.54(3H,m) t 7.74-7.84(3H,m),8.03-8.08 (2H,m), 8.32- 
8.33 (IH.mJ.IO^ItlH.s) 


3 


CF 3 


CN 




mp: 178-179 c 'C(AcOEt-Hex) 

NMR: 6 :1.24(3H,d f J=7.0Hz) l 3.94-4.00(1H,m),7.2B- 
7.31 (2H ( m),7.80-7.84(3H,m),8.04-8.08(2H 1 m) 1 8.37 
(1H,d,J=8.0Hz), 10.71 (1H,s) 


4 


CF 3 


CN 


-0-«". 


mp: 179-180'C(AcOEt-Hex) 

NMR: 6 :1.24(3H,d,J=6.8Hz),3.94-3.99(1H ( m),7.42- 
7.53(2H ( m),7.73-7.80(3H f m),7.94-8.12(2H,m) I 8.46 
(1H,d,J=8.4Hz) l 10.70(1H,s) 


5 


CF 3 


CN 




mp: 170-171 c C(AcOEt-Hex) 

NMR: 6 :1.24(3H f d,J=6.8Hz) ( 3.93-4.04(1H,m) t 7.63- 
7.69(4H,m) r 7-78(1 H,dd,J=1 .6,8.4Hz),8.04-8.09(2H l m), 
8.07(1 H,d,J=8.4Hz),8.46(1 H,d,J=8.8Hz), 10.69(1 H,s) 


6 


CF 3 


CN 


-0" cn 


mp: 183-184°C(AcOEt-Hex) 

NMR: 6 :1.25(3H l d,J=7.0Hz),3.98-4.05(1H i m) i 7.77 
(1 H, dd,J=2.0,8.2Hz),7.88-7.97(4H,m),8.00(1 H,d, 
J=2.0Hz),8.08(1H l d,J=8.8Hz),8.69(1H,d ) J=8.2Hz),10. 
74(1 H,s) 
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Ex. 


R 1 


R 2 


R 9 


DATA 


7 


•CF 3 


CN 


W 3 


mp: 134-135°C(AcOEt-Hex) 

NMR: 6 ;1 .27(3H, d,J=6.8Hz),3. 99-4.07(1 H,m), 7.72 
(1 H,dd,J=1 .2 f 8.8Hz),7.79(2H,d,J=8.0Hz) t 7.95-8.06 
(4H,m),8.66(1 H.d,J=8.8Hz), 10.73(1 H,s) 


8 


CF 3 


CN 




mp: 111-112°C(AcOEt-Hex) 

NMR: 6 :1.26(3H,d,J=6.8Hz),3.98-4.05(1H,m),7.41 
1 2H,d,J=8.6Hz) ,7.76(1 H,d,J=8.6Hz), 7.87-7.89(21-^), 
8.06(2H,d,J=8.6Hz) t 8.52(1 H,d,J=8.6Hz), 10.75(1 H,s) 


9 


CF 3 


CN 




mp: 184-185°C(AcOEt-Hex) 

NMR: 6 :1.32(3H,d,J=7.2Hz) t 4.01-4.14(1H,m),7.07- 
7.12(1 H,m),7.41 -7.47(1 H,m) 1 7.78-7.82(2H,m),8.03 
(1H,d,J=1.6Hz),8.08(1 H,d,J=:8. 6Hz), 8.67(1 H,d,J=8.6H 
z), 10.77(1 H,s) 


10 


CF 3 


CN 




mp: 159-160°C(AcOEt-Hex) 

NMR: 6 :1.25(3H 1 d,J=7.6Hz),3.98-4.05(1H,m) l 7.49 
(1 H,t,J=8.4Hz),7.54-7.56(1 H,m),7.70-7.78(2H,m) 1 7.79 
(1 H,dd,J=1 .8,8. 4Hz),8.03(1 H,d.J=1 .8Hz),8. 07(1 H,d,J= 
8.4Hz) l 8.54(1H l d.J-8.4Hz),1 0.77(1 H,s) 


11 


CF 3 


CN 




mp: 189-190 c C(AcOEt-Hex) 

NMR: 6 :1.27(3H l d,J=7.2Hz) l 4.00-4.08(1H,m) ( 7.67- 
7.71 (1 H,m),7.78(1 H,dd,J=1 .6,8.6Hz),7.96(1 H,d,J=7.6 
Hz),8.00(1H,d,J=1.6Hz),8. 04-8.1 1(3H,m), 8.64(lH,d, 
J=8.6Hz),10.79(1H,s) 


12 


CF 3 


CN 




mp: 143-144°C(AcOEt-Hex) 

NMR: 6 :1.28(3H,d ) J=6.8Hz),4.03-4.10(1H,m),7.70- ; 
7.74(2H,m),7.84(1 H,d,J=8.0Hz),7.96(1 H,d, J=1 .6Hz),8. 
01 (1H s) 8 04-8 07(2H m) 8 68(1 H d J=8.8Hz), 
10.77(1 H,s) 


13 


CF 3 


CN 




mp: 167-168"C(AcOEt-Hex) 

NMR: :1.24(3H,d,J=7.0Hz) i 4.00-4.04(1H f m) l 7.48-7.51 
(1H,m),7.57-7.60(2H l m),7.76-7.78(2H f m),7.85-7.90 
f3H m) 7 98(1 H d J=8 8Hz) 8 34(1 H.s),8.41 (1 H,d,J=8. 
OHz), 10.63(1 H,s) 


14 


CF 3 


CN 




mp: 193-194X:(AcOEt-Hex) 

NMR: 6 :1.19(3H,d,J=6.8Hz),3.95-4.00(1H > m) l 7.51 
(1 H,t,J=7.6Hz),7.58-7.62(2H,m),7.67-7.71 (1 H,m), 7.78 
(1H,d,J=1.6Hz),7.93-8.06(3H,m), 8.13(1 H,d,J=7.2Hz), 
8.67(2H,d,J=8.8Hz),1 0.52(1 H,S) 


15 


CF 3 


CN 




mp: 199-200°C(AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=7.2Hz),4.37-4.44(1H,m) ( 7.60- 
7.72(4H t m)7.83(1 H,d,J=1 .6Hz),8.00(1 H,d, J=8.8Hz),8. 
17(1H l dd,J=1.2,8.4Hz) l 8.31(1H t dd,J=4.6,7.2Hz),8.43( 
1 H,dd,J=1 .6 l 8.8Hz),9.02(1 H.dd, J=1 .6,4.0Hz), 1 0.65(1 
H.s) 


16 


CF 3 


CN 




mp: 1 85-1 86°C(AcOEt-Hex) 

NMR: 6 :1.34(3H,d,J=6.8Hz),3.97-4.06(1H,m), 7.00- 
7.04(1 H,m),7.25-7.35(4H,m) 1 7.48-7.50(2H ( m), 7.84 
(1H l dd l J=2.0,8.8Hz) l 7.96(1H,d,J=8.8Hz),8.04(1H,d,J= 
8.0Hz),8.10(1H,d,J=2.0Hz) l 10.80(1H,s) 
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Ex. 


R 1 


Ft 2 


R 3 


X 


R 4 


R 8 


DATA 


17 


CFa 


CN 


H 


o 


CH2CH 3 


H 


mp: 170-171*0 

NMR: 6 :0.83(3H l t,J=7.4H2),1 .52-1 .72 (2H, m), 
3.77-3.82(1 H I m) 1 7.24-7.28(2H,m), 7.75-7.82 
(3H,m),8.01 (1 H,d,J=2.0Hz),8.07(1 H,d,J=8.4Hz), 
8.36(1 H f d,J=8.8Hz),1 0.74(1 H,s) 


18 


CF 3 


CN 


H 


o 


CH 3 


CH 3 


mp: 171-1 72 C(AcOEt-Hex) 
NMR:(CDCI 3 ,TMS internal standard) 
6 :1 .09(3H,d,J=7.3Hz),2.86(3H,s),4.58-4.62 
(1 H l m) ( 7.26-7.30(2H l m),7.80(1 H,d,J=8.6Hz) > 
7.86-7.90(3H,m), 8.08(1 H,d,J=1 .8Hz), 8.79 (1H,s) 


19 


CF 3 


CN 


CH3 


0 


CH 3 


H 


mp: 157-1 58°C (AcOEt-Hex) 

NMR: 5 :1 .08(3H,d,J=6.8Hz),3.25(3H 1 br) l 4.09 

(1 H,br),7.38(2H,t I J=8.0Hz),7.73-7.81 (4H,m), 

8.22-8.34(2H,m) 


20 


CF 3 


CN 


H 


o 


benzyl 


H 


mp: 248-249C(AcOEt-Hex) 

NMR: 6 :2.77-2.99(2H,m),4.08-4.14(1H l m), 7.14 

(2H,t,J=8.8Hz) ,7. 19-7.26 (5H,m),7.61-7.64 

(2H ( m) ( 7.72(1H,d I J=8.8Hz), 7.96(1 H,s), 8.07 

(1H,d l J=8.8Hz),8.61(1H l d ( J=8.8Hz) ) 10.77(1H > s) 


21 


CF 3 


CN 


H 


o 


H 


H 


mp: ^g-ISO'CtAcOEt-Hex) 

NMR: 6 :3.77(2H,d,J=6.1 Hz),7.38-7.42 (2H, m), 

7.86-7.90(3H,m), 8.08-8. 12(2H,m), 8.25-8.27 

(1H,m),10.71(1H,s) 


22 


CF 3 


CN 


H 


s 


CH 3 


H 


mp: 86-87'C 

NMR: 6 ;1.32(3H,d,J=6.8Hz),4.39-4.46 (1H, m), 
7.28-7.34(2H,m),7.78-7.84(2H f m), 8.18-8.24 
(2H,m),8.31 (1 H,d t J=8.4Hz) f 8.42 (1 H,s), 
12.01 (1H,s) 



^6 




Ex. 


R 1 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 




mp: 166-167 c C(AcOEt-Hex) 
NMR: 6 :1. 41 (6H,s),7.06-7.10(1 H,m), 7.57- 
7.61(1 H I m),7.84-7.87(1H t m),8.07-8.14 (2H, 
m) t 8.23-8.30(2H,m),1 0.29(1 H,s) 


24 


CF 3 


CN 


^OMe 




mp: 90-95^ (AcOEt-(i-Pr) 2 0-Hex) 

NMR: 6 :3.19(3H,s),3.42-3.52(2H,m) l 4.09- 

4.17(1 H,m),7.23-7.28(2H,m) ( 7.76-7.84 (3H ( 

m),8.01-8.03(1H,m) l 8.07(1H l d ( J=8.4Hz) l 

8.51 (1 H.d. J=9.2Hz),1 0.81 (1 H,s) 
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Fx. 


R 1 


R 2 


A 


R 9 


DATA 


31. 


CF 3 


CN 


Me Me 




mp: 1 17-1 18 c C(AcOEt- Hex) 

NMR(CDCf 3l TMS internal standard ) 

6 :1.47(6H,s),5.84(1 H,s),7.22(2H,t f J=8.8Hz), 

7.79(1 H,d,J=8.8Hz),7.90-7.95(3H,m), 8.07 

(1H,s),9.20(1H,br) 


32 


CF 3 


CN 


Me Me 


\ — / 


mp: 109-1 10°C(AcOEt- Hex) 

NMR: 6 ;1.50(6H,s),7.89-7.92(2H,m),8.00- 

8.15(4H,m),8.28(1H f d,J==2.0Hz),8.90(1H,s),1 

0.33(1 H,s) 


33 


CF 3 


CN 


Me Me 


-O 0CH 3 


mp: 124-125 c C(AcOEt-Hex) 
NMR: 6 :1.45(6H,s) l 3.76(3H,s),6.82(2H,d, 
J=8.8Hz),7.73-7.75(3H f m) I 7.89-7.92 (1 H,m), 
8.00(1 H t d,J=2.0Hz),9.67 (1H,s), 10.83(1H,s) 



*7 




Ex. 


R 1 


A 


R 9 


DATA 


25 


CF 3 


Me Me 




mp: 207-208°C 

NMR(CDCI 3 ,TMS internal standard ) 
6 :1.77(6H,s),6.29(1H > s)J.15-7.19(2H,m) l 7.76 (1H, 
d,J=8.3Hz),7.75-7.83(2H,m),7.87-7.90(1 H,m), 8.07 
(1H t d,J=2.0Hz),1 0.67(1 H.s) 


26 


CF 3 


Me Me 


OCH, 


mp: 124-125°C(AcOEt-Hex) 

NMR: 6 :1 ,57(6H,s),3.97(3H,s),7.05(1 H,t, J=7.2Hz), 
7.20(1 H,d,J=8.4Hz),7.49-7.54(1 H,m), 7.79(1 H.dd, 
J=2.0,8.4Hz),8.07(1H,d l J=8.4Hz),8.15(1H l dd,J=2.0,8 
.4Hz),8.31(1H l d l J=2.0Hz),8.55(1H,s), 10.20(1 H,s) 


27 


CF 3 


Me Me 


— O^ 0N 


mp: 256-258'C(MeOH-EtOH) 

NMR: 6 :1.54(6H,s),7.98(2H,m),8.03-8.15 (4H, m), 
8.29(1 H,d,J=2.0Hz),8.85(1 H,s),1 0.22(1 H,s) 


28 


CF 3 


Me Me 


-£>*. 


mp: 222-225°C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.87(2H,d,J=8.8Hz),8.06 (1 H,d, 
J=8.8Hz),8.13-8.15(3H,m) l 8.30(1H,d l J=2.0Hz) I 8.83 
(1H,s),10.23(1H,s) 


29 


CN 


Me Me 


-£>' 


mp: 198-199°C(EtOH) 

NMR: 6 :1.52(6H ( s),7.31(2H,t,J=8.8Hz) t 7 .98-8.04 
(3H,m),8.10(1 H,dd l J=2.0 f 8.6Hz) t 8.30(1 H,d,J=2.0Hz), 
8.59(1 H,s),10.1 5(1 H,s) 


30 


CI 


Me Me 




mp: 227-230°C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s) ( 7.31 (2H,t,J=8.9Hz).7.75(1 H, dd, 
J=2.6 l 8.7Hz) l 7.85(1H,d,J=8.7Hz),8.00(2H t dd,J=5.4,8 
.9Hz) l 8.06(1H p d,J=2.6Hz) l 8.55(1H ( br),10.00(1H l br) 


34 


CF 3 


Me Me 


-b 


mp: 168-169°C(AcOEt-Hex) 
NMR: 6 :1.54(6H l s),7.27-7.32(2H,m) i 7.52-7.58 
(1H l m),7.72-7.76(1H,m) f 8.08 (1 H,d, J=8.4Hz), 8.16 
(1 H,dd,J=1 .6,8.4Hz),8.33(1 H,d,J=1 .6Hz),8.52(1 H.d.J 
=1 .6Hz), 1 0.22(1 H,s) 
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Ex. 


R 1 


A 


R 9 


DATA 


35 


CF 3 


Me Me 


X 


mp: 204-206 c 'C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s) ( 7.38-7.43(1H i m) ( 7.50-7.56 (1H, 
m),7.75-7.78(2H l m),8.04-8.15 (2H,m), 8,30(1 H,s), 
8.69(1 H,S), 10.22(1 H,s) 


36 


CF 3 


Me Me 




mp: 184-185'-C(CHCI 3 ) 

NMR: 6 :1 .54(6H,s),7.51-7.54(1 H,m),8.05(1 H,d,J= 
8.8Hz), 8.13-8.16(1H,m),8.24-8.27 (1 H,m),8.30(1 H, 
d,J=1 .6Hz),8.72(1 H,dd,J=1 .6,5.2Hz), 8.80(1 H,s), 
9.11(1H,d,J=1.6Hz), 10.22(1H,s) 


37 


CF 3 


Me Me 

X. 




mp: 129-130C((j-Pr) 2 O) 

NMR: 6 :1.61(6H,s),7.64-7.62(1H,m),8.00-8.01 (2H, 
m), 8.06(1H,d,J=9.2Hz),8.14-8.16 (1H,m), 8.31 
(1H,d, 

J=1 ,6Hz),8.72(1 H,d,J=8.8Hz),8.83(1 H,s), 1 0.34(1 H.s) 


38 


CF 3 


Me Me 

X 




mp: 173-174°C(AcOEt-C 6 H 6 ) 

NMR: 6 :1.58(6H,s)/7.59-7.65(2H,m),7.98-8.06 (5H, 
rrrt 8 1 4-8 1 7f1 H m) 8 32f1 H d J=1 6Hz) 8 56 (1 H s) 
8.74(1 H,S), 10.26(1 H ( s) 


39 


CF 3 


Me 


-o 


mp: 220-221'C(AcOEt-Hex) 

NMR(CDCI 3l TMS internal standard ) 

6 :1 .26(3H,s),1 .79-1 .85(1 1 H,m),4.68-4.72(1 H,m), 

5.98-6.00(1H,m) J 7.81-7.83(2H,m) l 7.98-8.00 (1H,m) t 

9.88-9.89(1 H,m) 


40 


CF 3 


Me 




mp: 206-207*0 (AcOEt-Hex) 
NMR (CDCI3TMS internal standard): 6 :1 .61 (3H,d, 
J=8.6Hz) f 4.93-4.97(1H,m),6.82-6.84(1H l m), 7.16- 
7.19(2H,m) l 7.76(1H,d l J=8.5Hz),7.84-7.87 (2H,m), 
7.97(1 H,d, J=8.5Hz),8.02 (1 H.s), 9.88(1 H,s) 


41 


CF 3 


Me Me 

X 


F 


mp: 166-167G(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7. 18-7.23(1 H,m),7.34-7.40 (1H, 
m), 7.79-7.85(1 H,m), 8.08(1 H,d, J=8.8Hz), 8.16 (1H, 
dd'j=1.6 I 8.8Hz),8.32(1H,d,J=1.6Hz) l 8.55(1H,d,J=1.6 
Hz),10.22(1H l s) 


42 


CF 3 


Me Me 

^ — . 




mp: 1 82-1 83 : C (AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.14-7.20(2H,m),7. 48-7.56 (1H, 
m), 8.10(1H,d,J=8.8Hz),8.17(1H l dd I J=1.6, 8.8Hz), 
8.33(1 H,d,J=1 .6Hz),9.1 0 (1 H,s), 10.20(1 H,s) 


43 


CF 3 


Me Me 


CI 

\ — / 


mp: 214-215°C(AcOEt-Hex) 
NMR: 6 :1.51(6H,s) I 7.55(1H t dd t J=1.6Hz, 8.0Hz), 
7.66-7.69(2H, m), 8.08(1 H,d,J=8.4Hz), 8.18-8.21 (1H, 
m), 8.35-8.36(1H,m),8.87(1H,s), 10.28(1 H,s) 


44 


CF 3 


Me Me 

X 


V7-0COCH3 


mp: 171-172°C(AcOEt-Hex) 

NMR: 6 :1.49(6H I s),2.01(3H l s),7.16-7.18(1H,m) > 
7.34-7.38(1 H t m),7. 51 -7.55(1 H f m),7.85(1H,dd l J= 
1 .6,7.2Hz),8.1 8(1 H,d,J=8.8Hz),8.1 8(1 H,dd,J=1 .6,8.8 
Hz),8.33(1 H t d,J=1 .6Hz),8.61 (1 H,s),1 0.1 7(1 H,s) 


45 


CF 3 


Me Me 

XX 




mp: 207-208°C(AcOEt-Hex) 

NMR. 0 .1 .51 (6H,S),7. 65-7. 69(1 H,m),7. 76-7.80 (2H, 
m).7.87-7.89(1H,m),8.08-8.10(1H,m), 8.18-8.20 (1H, 
m),8.38(1H t s),8.93(1H,s), 1 0.30(1 H f s) 


46 


CF 3 


Me Me 




mp: 215-216°C(AcOEt-Hex) 

NMR: b :1.58(6H l s)7^6-7.60(3H,m) i 7.85 (1H,d, 

J=6.8Hz),7.97-8.13(4H,m),8.24-8.26 (1H,m),8.39 
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Ex 


R 1 


A 


R 9 


DATA 










(IH.sl.S.BStlH^.IO^dH.s) 


47 


CF 3 


Me Me 

X 




mp: 195-196°C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.35-7.40(1 H,m),7.45-7.49 (1 H, 
m), 7.61-7.66(2H l m) ( 8.08(1H,d f J=8.8Hz), 8.21 (1H ( 
dd I J=2.4,8.8H2),8.38(1H > d 1 J=2.4Hz) t 8.81(1H l s) l 10.2 
7(1 H,s) 


48 


CF 3 


Me Me 




mp: 180-182 c C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s)J.40-7.51(3H,m) ( 7.61-7.65 (1H, 
m) l 8.05-8.24(2H p m) f 8.37(1H,br),8.83 (1 H,br),10.28 
<1H,s) 


49 


CF 3 


Me Me 

X 




mp: 203-204 : C(AcOEt-Hex) 

NMR: 6 :1.54(6H f s),7.46-7.50(2H I m),7.53-7.57 (1H, 
m),'7.93-7.95(2H,m) f 8.05(1H,d ( J=8.4Hz), 8.14 
(1 H,dd,J=1 .6,8.4Hz),8.31 (1 H,d,J=1 .6Hz),8.86(1 H,s), 
10.20(1 H,s) 


50 


CF 3 


Me Me 

X 




mp: 106-107'C(AcOEt-Hex) 

NMR: 6 :1. 51 (BH.sJ.e.eS-e.eetlH.mJ^. 18-7.20 (1H, 
m) t 7.86-7.88(1H,m),8.05 (1H,d, J=8.4Hz), 8.13-8.17 
(1 H ? m),8.30(1 H,d,J=2.0Hz),8.38(1 H,s), 1 0.25(1 H,s) 


51 


CF 3 


Me Me 


Me 


mp: 145-146*C(AcOEt-Hex) 

NMR: 6 :1.48(6H,s),3.72(3H t s) l 6.04(1H ) dd,J=2.4. 
4.0Hz),6.89-6.92(1 H,m),6.98-7.01 (1 H,m),7.97 (1 H, 
sJ.SXMlH.d.^S.SHzJ.e.l 5-8.19(1 H,m), 8.33(1 H,d, 
J=1.6Hz),10.17(1H t s) 


52 


CN 






mp: 209-21 0 c C(AcOEt-MeOH) 

NMR: 6 :2.01 (3H,s) f 4.34-4.46(2H,m),4.83-4.90 (1 H, 
m) t 7.30-7.37(2H l m) > 7.96-8.06(3H,m), 8.09(1 H,d, 
J=8.8Hz),8.30(1 H J d,J=2.4Hz),8.97(1 H,d,J=7.6Hz),1 0 
.98(1 H,s) 


53 


CF 3 


Me Me 

X 


ll I) 


mp: 125-127C(AcOEt-Hex) 

NMR: 6 :1.52(6H,S),7.1 6-7.20(1 H,m),7.76-7.79 (1H, 
m) t 7.95-7.98(1H,m),8.05(1H,d,J=8.8Hz) t 8.13-8.18 
(1H,m),8.30(1H l d,J=2.0Hz),8.54(1H,s) l 10.23(1H l s) 


54 


CF 3 


Me Me 




mp: 198-199'C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H > s),2.27(3H ) s),7.21 -7.29(2H,m), 
7.32-7.37(1 H,m),7.54-7.58(1H,m),8.07(1H,d f J=8.8 • 
Hz),8.19(1H l dd,J=2.0 f 8.8Hz), 8.38(1 H,d,J=2.0Hz), 8.5 
3(1 H,s),1 0.25(1 H,S) 


55 


CN 


Me Me 

X 




mp: 175-176°C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.27-7.33(2H,m) I 7.52-7.58 (1 H, 
mjy^^^dH.mJ.S.OStlH.d^B^Hz), 8.13 (1H, 
dd f J=2.0,8.4Hz),8.34(1 H,d f J=2.0Hz),8.51-8.55 (1H, 
m),1 0.20(1 H,S) 


56 


CN 


Me Me 

X 




mp: 139-141°C(AcOEt-Hex) 

NMR: 6 :1.51(6H t s) > 7.14-7.21(2H l m),7.48-7.57 (1H, 
m),8.07(1H,d,J=8.8Hz) l 8.12(1H l dd ( J=2.0,8.8Hz),8.35 
(1 H J d,J=2.0Hz),9.1 1 (1 H,s),1 0.16(1 H,s) 


57 


CF 3 


Me Me 

X 




mp: 221-223 c C(AcOEt-Hex) 

NMR: 6 :1.56(6H,s) J,43-7.50(2H,m),7.95-8.08 (3H, 
m),8.15-8.19(1H,m),8.30-8.34(2H,m),8.86 (1H,s), 
10.29(1H,s) 
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58 . 


CF 3 




c 


5:. 


mp: 1 95-196 G(AcOEt-MeOH) 

NMR: 6 :3.31(3H,s),3.73(2H,d,J:=4.4Hz), 4.78-4.85 
(1 H,m) t 7.28-7.35(2H 1 m), 7.54-7.61 (1 H,m),7.66-7.71 
(1H,m),8.02-8.06(1H l m),8.12(1H l d,J=8.8Hz), 8.31 
(1 H,d ( J=2.4Hz),8.55-8.66(1 H,m),1 1 .01 (1 H,s) 


59 


CF 3 


^-OMe 

XX 




mp: 187-188°C(AcOEt-Hex) 

NMR: 6 :3.32(3H f s),3.70-3.79(2H,m) f 4. 77-4.84 (1H, 
m) p 7.29-7.36(2H l m),7.97-8.14(4H,m) f 8.32 (1H,d, J= 
2.0Hz),8.83(1H,d,J=6.8Hz), 10.99(1 H,s) 


60 


CF 3 


Me Me 


6:; 

F 


mp: 164-165°C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s),7.28-7.34(1 H,m),7. 50-7.64 (2H, 
m) ! 8.09(1H l d,J=8.4Hz) l 8.17(1H,dd,J=1.6 l 8.4Hz) ) 8.34 
(1 H,d,J=1 .6Hz),8.74(1 H,s),1 0.24(1 H,s) 


61 


CF 3 


Me Me 

X 


xx 


mp: 208-209C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s), 7.53-7.61 (1 H,m),7. 78-7.84 (1 H, 
m),8.01-8.08(2H,m),8.12-8.15(1H,m), 8.29 (1H,d, 
J=1.6 Hz), 8.70(1H,s), 10.21 (1H,s) 


62 


CF 3 


Me Me 

X. 


X 


mp: 161-162°C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.33-7.45(2H,m),7.59-7.65 (1 H, 
m) f 8.08(1H l d I J=8.8Hz) l 8.15(1H,dd,J=1.6,8.8Hz) I 8.33 
(1H,d l J=1.6Hz) l 8.71(1H,s), 10.24(1 H,s) 


63 


CF 3 


Me Me 

X 


Me 
~ X-Me 
Me 


mp: 143-144 : C((i-Pr) z O) 

NMR: 6 :1 .1 1 (9H,s),1 .42(6H ( s),7.39(1 H,s),8.04-8.1 1 
(2H,m),8.30-8.33(1H,m),9.00(1H,s) 


64 


CN 


Me - M e 

X 






MS FAB (m/z):383[(M+1) + ] 

NMR: b :0.97(6H,d,J=6.6Hz) ( 2.05-2.19(1H l m),4.51 
(1H,t,J=8.3Hz) l 7.15(2H > t t J=7.9Hz),7.46-7.58(1H, m), 
8.01 (1 H,dd,J=1 .9,8.5Hz),8.09(1 H,d,J=8.5Hz), 8.33(1 
H,d,J=1 .9Hz),9.1 5(1 H,d t J=B.3Hz),1 1 .03(1 H.br) 


65 


CF 3 


Me Me 


c 




mp: 204-205'C 

NMR: 6:1 .54(6H,s), 7.67-7.71 (1 H,m), 7.80-7.84 
(1H, m), 7.92(1 H,d,J=7.6Hz), 7.99(1 H,d, J=7.6Hz), 
8.07 (1H,d f J=8.8Hz), 8.19(1H,dd, J=1 .6,8.8Hz), 8.31 
(1H,d,J=1.6Hz), 8.95(1H,s), 10.27(1 H,s) 


66 


CF 3 


Me Me 




rX 
• 


mp: 21 5-21 7C 

NMR: 6:1.42(6H,s),5.02(2H,s),7.28-7.36 (4H,m), 
7.69(1 H,s), 8.07(1 H,d,J=8.2Hz),8.20(1 H,d,J=8.2Hz), 
8.33(1H,s),10.32(1H,s) 


67 


CF 3 


Me Me 

X 


c 




mp: 205-206°C 

NMR: 6 :1.57(6H i s),6.91-6.94(2H,m),7.40-7.44(1H, 
m), 7.99(1 H,dd t J=1.6 ( 8.0Hz) t 8.06 (1H,d, J=8.4Hz), 
8.15(1 H,dd,J=2.0,8.4Hz), 8.30(1 H,d, J=2.0Hz), 
8.86(1 H i s),10.27(1H,s) > 11 .88(1 H t s) 


68 


CF 3 


Me Me 

X. 




mp: 188-189°C 

NMR: 6 :1 .66(6H,s),7.73-7.77(2H,m),8.06 (1 H,d, 
J=8.8Hz),8.1 7(1 H,dd t J=2.0,8.4Hz) t 8.24(1 H,dd,J=1 .6, 
8.4Hz),8.31 (1 H,d,J=1 .6Hz), 8.49(1 H,dd,J=1 .6,7.2Hz), 
8.29(1 H,dd,J=1 .6,8.4Hz),9.15(1 H f m),10.37(1 H,s),1 1 . 
46(1 H,s) 


69 


CF 3 


Me Me 

X. 




I JJ 

N 
H 


mp: 122-123 c C(AcOEt-Hex) 

NMR: 6 :1.49(6H,s),6.08-6.12(1H,m),6.85-6.88 

(1H l m) l 6.93-6.97(1H,m) l 8.0V8.06(2H,m) ( 8.13-8,17 

(1 H.mJ.B.SO-a^d H,m),10.21 (1 H,s),1 1 .40-1 1 .46 
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(1H,br) 


70 


CF 3 


Me Me 


Me Me 


MS FAB (m/z):418[(M+H) + ] 

NMR: 5 :1.41(6H,s) l 1.47(6H,s),7.18-7.33(5H } m) ( 
7.45(1 H ( s) 1 8.05-8.14(2H,m),8.24-8.26(1H,m), 9.89 








(1H,s) 


71 


CF 3 


Me Me 

X 




mp: 1 94-1 95X:(AcOEt- Hex) 

NMR: 6 :1.52{6H,s) > 7.28-7.39(2H ( m),7-45-7.52 (1H, 
m),8.09(1H,d,J=8.4Hz) f 8.1 6-8.20(1 H.m), 8.33 (1H,d, 
J=1.6Hz),9.1 3(1 H,S), 10.1 5(1 H,s) 


72 


CF 3 


Me Me 

X 


X 


mp: 1 82-1 84 c C(AcOEt- Hex) 

NMR: 5 :1 .53(6H,s),7.42(1 H,dd,J=2.4,8.0Hz), 7.54- 
7.58(1 H,m),7.78(1 H,t t J=8.0Hz),8.08(1 H,d, J=8.4Hz), 
8. 15-8.1 8(1 H.nrO.B. 33-8. 35(1 H l m),8.62-8.65(1 H,m), 
10.27(1H,s) 


73 


CF 3 


Me Me 


"xr 


mp: 166-169°C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s) f 7.30-7.37{1 H,m),7.52(1 H.dd, 
J=2.4,8.4Hz) f 7.72(1 H,dd i J=6.4,B.4Hz) i 8.09(1 H,d,J=8 
.8Hz),8. 18-8.22(1 H,m) I 8.34-8.37(1H f m) ( 8.45 (1 H,s), 
10.28(1H,s) 


74 


CF 3 


Me Me 

X 


X 


mp: 187-188°C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s),7.54(1 H ( t,J=9.2Hz),7.90-7.95 
(1H I m),8.05(1H,d > J=8.4Hz),8.11-8.16(1H l m), 8.25 
(1H!dd!j=2.0 t 7.2Hz),8.28-8.30(1H l m),8.76 (1H,s), 
10.22(1 H,s) 


75 


CF 3 


Me Me 

X. 


X 

F 


mp: 197-199 c C(AcOEt-Hex) 

NMR: 6 :1.51(6H,s),7.27-7.34(2H I m),8.10(1H t d, J= 
8.4Hz), 8.1 5-8.20(1 H,m),8.31 -8.33(1 H,m),9.1 2(1 H f s), 
10.22(1H,s) 


76 


CF 3 


Me Me 

X 




mp: 222-223 C(AcOEt-Hex) 

NMR: 6 :1.42(6H,s) l 7.24-7.28(3H l m),7.35-7.40 (3H, 
m ) i 7.44-7.56(2H,m),7.75-7.79(1H,m) > 8.07 (1H,d, 
J=8.8Hz),8.13-8.16(1H,m),8.32-8.34 (1H,m), 8.65 
(1H,s),10.22(1H l s) 


77 


CF 3 


Me Me 

X. 




mp: 197-198 £ 'C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.39-7.44(1 H,m),7.47-7.53 (2H, 
m} 7 72-7 81 (4H m) 8 02-8 08(3H m)8 1 4-8 1 8 (1 H 
m),8.31-8.33(1H l m),8.63(1H ) s) l 10.22 (1H,s) 


78 


CF 3 


Me Me 

X 




MS FAB (m/z):400[(M+H) + ] 

NMR: 5 :1.56(6H t s) ( 7.15(1H,d,J=5.6Hz),7.69-7.73 
(1 H,m),7.82(1 H,dd,J=4.5,5. 6Hz), 8.07(1 H,d,J=8.5Hz), 
8.09(1 H f br),8.1 3(1 H,d,J=1 .9,8.5Hz),8.28(1H,d ? J = 1. 9 
Hz),10.24(1H,br) 


79 


CF 3 


Me Me 

x 




mp: 197-199°C(AcOEt-Hex) 

NMR: 6 :1,54(6H,s),7.84-7.87(2H > m) t 8.06(1H l d l J= 
8.8 Hz) t 8.12-8.16(1H,m),8.30(1H l d,J=2.4Hz) l 8.73- 
8.76(2H,m),8.87(1H,s),10.29(1H,s) 


80 


CF 3 


Me Me 

X 


yX 


mp: 106-108°C(AcOEt-Hex) 

NMR: 6 :1.61(6H,s),8.07(1H,d,J=8.4Hz),8.13-8.17 
(1 H,m),8.30(1 H,d,J=1 .6Hz),8.79-8.82(1 H,m), 8.90- 
8.93(2H l m),9.15-9.17(1H,m) l 10.32(1H l S) 


81 


CF 3 


Me Me 

X 




mp: 170-17fC(AcOEt-Hex) 

NMR: 6 :1 .65(6H,s),7.80-7.91 (2H,m),8.06(1 H,d, J= 
8.8Hz) l 8.13-8.20(2H t m),8.26-8.32(2H,m), 8.53 (1H, 

shs.geoH.s^soH.si.io.ssnH.s) ! 
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Ex. 


R 1 


A 


R 9 


DATA 


82. 


CF 3 


Me Me 

X 


Li XX 

H 


mp: 172-173 : C(AcOEt-Hex) 

NMR: 6 :1.57(6H I s) I 6.75-6.7B(1H,mJ I 7.14-7.19 (1H, 
ml 7 40-7 44M H ml 7 57(1 H.d.J=8.0Hz).7.64 (1 H,d, 
J=8.0Hz),8.06(1H,d l J=8.8Hz) f 8. 13-8.1 7 (1H,m),8.30- 
8.33(2H,m), 10.22(1 H.s), 11. 28(1 H.br) 


83 


CF 3 


Me Me 


— cHp-^~V-F 


MS El (m/z):423(M + ) 

NMR- 6 1 47(6H s) 4 53(2H,s).6.94-7.00(2H,m) 1 
7.04-7.1 1 (2H,m), 8.08(1 H,d,J=8.4Hz),8.1 7-8.22 (1 H, 
m) 1 8.27-8.30(1H,m),8.32(1H t s) f 10.21 (1 H.s) 


84 


CF 3 


Me Me 

X. 




mp: 289-290 c C(AcOEt-MeOH) 

NMR: 6 :1.72(6H l s),5.61(1H,d l J=9.2Hz),7.58 (1H,d, 
J-Q 2Hzl 8 13-8 20(2H ml 8 27-8 34(2H ml 10.37- 
10.44(1 H,m),10. 49(1 H.br) 


85 


CF 3 


Me Me 

X 


H 


mp: 147-149 c C(AcOEt-Hex) 

NMR: A :1.56(6H i s) l 7.02-7.07(1H f m),7.1 6-7.21 (1H, 
ml 7 32-7 36(1 H ml 7 37-7.42(1 H. ml. 7. 62-7. 66 (1 H, 
m),8.05(1H,d,J=:9.2Hz), 8.14-8.19(1 H,m), 8.30-8.33 
(1H,m),8.53(1H,sL10.29 (1H.s), 11.55(1H,br) 


86 


CF 3 


Me Me 


II 11 

Me 


mp: 100-102C(AcOEt-Hex) 
NMR: 6 ^^(eH.sJ^^SH.sJ.e.SS-e.BBflH.m), 
7.76(1 H,d,J=4.0Hz) l 8.03-8.07(1H,m) l 8.13-8.17 (1 H, 
m).8.29-8.32(1 H,m),8.41 (1 H,s),1 0.22(1 H,s) 


87 


CF 3 


Me Me 


H 


mp: 231 -232 c C(AcOEt-Hex) 

NMR: 6 :1 .55(6H f s),7.02-7.08(1 H,m),7.32-7.34 (1 H, 
m),7.36-7.45(2H,m),8.05(1 H,d,J=8.4Hz),8.16 (1 H.dd, 
I-9 n R 4H7\ R M H ri J-? OHzl 8 59M H si 10 28(1 

H.sui.eedH.s) 


88 


CF 3 






MS FAB (m/z):438[(M+H) + ) 

NMR: 6:2.01(3H,s) l 4,34-4.48(2H > m),4.87-4.96 (1H, 
m),7.27-7.37(2H,m),7.43-7.68(1 H,m) f 7.65-7.79(1 H, 
m),8.05(1H,dd,J=2. 1,9.0Hz), 8.14 (1 H,d,J=9.0Hz), 
8.30(1 H.d, J=2.1 Hz),8.74-8.82(1 H,m), 1 1 .04(1 H.br) 


89 


CF 3 


.OH 




mp: 181-1 82 C(AcOEt-MeOH) 
NMR: 6 :3.80-3.85(2H,m) I 4.63-4.68(1H,m),5.18- 
5.24(1 H,m),7.29-7.37(2H,m),7.55-7.62(1 H.m), 7.72- 
7.77(1 H!m)!8.02-8.06(1 H,m),8.12(1 H,d, J=8.8Hz), 
8.33-8.38(2H,m), 10.92(1 H,s) 


90 


CF 3 


Me Me 


X~VoMe 


mp: 179t; 

NMR- 6 1 52(6H sl.3 81 f3H.s).7.00(2H,d, J=8.7Hz), 
7.91 (2H J d,J=8.7Hz),8.04(1 H,d,J=8.7Hz),8.02-8.05 
(1 H,m),8.29-8.31 (1 H,m),8.38(1 H.br), 1 0. 1 6(1 H.br) 


91 


CF 3 


Me Me 


XVlJr 


mp: 182-183^ (AcOEt) 

NMR: 6 :1 .52(6H,s),7.70(2H,d,J=8.4Hz) I 7.89(2H, d, 
J=8.4Hz),8.05(1 H,d.J=8.4Hz),8.1 1-8.16(1 H,m), 8.28- 
8.30(1 H.rrO.S.eSdH.brUO.igdH.br) 


92 


CF 3 


Me Me 

X 


-O-o.- 


mp: 173C (AcOEt) 

NMR: 6 :1.52(6H,s),7.56(2H,d,J=8.4Hz) ) 7.96(2H > d, 
J=8.4Hz) l 8.05(1H,d,J=8.7Hz) t 8.12-8.16(1H,m), 8.29- 
8.31 (1 H,m),8.65(1 H,br),1 0.19(1 H.br) 


93 


CF 3 


Me Me 

X 




mp: 223 C 

NMR: 6 :1.50(6H f s),7.60(1H.d l J=8.1Hz),7.68(1H l d, 
J=1 .8.8.1 Hz),7.81 (1 H,d,J=1 .8Hz),8.08(1 H,d,J=9.0Hz 
),8,1 7-8.22(1 H,m),8.35-8.36(1H,m),8.87 (1H,br), 
1 0.28(1 H.br) 
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Fx. 


R 1 


A 


R 9 


DATA 


94 


CF 3 


Me Me 


Br 


mp: 199t; (AcOEt-(Et) 2 0) 

iNivin. o . I .o i \on l 5j,/.oo-/\'f \\ \ n,rn/ , f ,Dt* / .oo \ i n , 
m),7.68-7.73(1H ( m) f 8.08(1H,d,J=8.4Hz) f 8.1 8-8.22 
(1H,m),8.37-8.39(1H t m), 8.83(1 H,br),10.28 (1H,br) 


95 


CF 3 


Me Me 


— (2>~0H 


MS FAB (m/z):392[(M+H) + ] 

NMR: 6 :1 .50(6H 1 s) 1 6.80(2H,d 1 J=8.7Hz),7.80(2H, d, 
J=8.7Hz),8.04(1H,d ( J=9.0Hz),8.1 1-8.16(1 H,m), 8.26 
(1 H,br),8.30-8.32(1 H,m),9.99(1 H.br), 1 0.1 5(1 H,br) 


NC F 


Ex. 


R 1 


A 


R 8 


DATA 


96 


CF 3 


Me Me 


O-Benzyl 


MS FAB (m/z):500[(M+H)T 

NMR(CDCI 3 ,TMS interna! standard): 6 :1.85 (6H,s), 4.60 
(2H ( br),6.78(2H f d 1 J=7.4Hz),6.88(2H I t I J=8.8Hz) f 7.08-7.33 
(3H,m) ( 7.74-7.81 (3H,m), 7.93(1 H,dd,J= 2.2, 8.4 Hz), 8.09 
(1H,d,J=2.2Hz) t 1 0.05(1 H,s) 


97 


CF 3 


Me Me 


OH 


mp:211-213°C 

NMR(CDCI 3 +DMSO-d 6l TMS internal standard) 
6 :1.67(6H,s),7.05-7.10(2H I m),7.74(1H,d, J=8.5Hz),7.84- 
7.89(2H,m),7.95(1 H,d, J=1 .8Hz),8.1 0(1 H.dd, J=1 .8,8.4Hz), 
9.17(1 H,s),9.23(1H,s) 



Hl9 




Ex. 


R 1 


R 2 


Y 


R 8 j 


DATA 


98 


3-CF 3 


4-CN 


0 

H 




mp: 144-146 : C(AcOEt) 

NMR: 6 :1.40(6H,s),6.69(2H l s),6.80-6.63 (1H, 
m),7.01 (1 H,d l J=2.4Hz),7.35-7.40(3H,m), 7.45- 
7.49(2H,m),7.65(1H,d,J=8.4Hz), 8.54(1 H.br) 


99 


3-CF3 


4-CN 


c=s 


^> 


mp:194-196 c C 

NMR: 6 :1.70(6H,s),7.40-7.52(3H l m),7.84- 
7.87(2H,m), 8.06-8.08(2H,m),8.24(1 H,s), 
10.02(1 H,s), 10.20(1 H,s) 


100 


3-CI 


5-CI 


c=o 


-©-= 


mp: 229-230 c 'C(AcOEt-Hex) 

NMR: 6 :1.50(6H,s),7.23(1H,t,J=1.3Hz), 7.31 

(2H l t,J=6.8Hz),7.73(1H ( d,J=1.3Hz),7.98>8.04 

(2H,m),8.51 (1 H,s),9.73(1 H t s) 


101 


3-CF3 


5-CF3 


c=o 




mp: 240-241 °C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.32(2H,t,J=6.6Hz), 7.71 

(1H,s),8.02(2H,dd,J=3.9,6.6Hz),8.37(2H l s) l 8.5 

9(1H,8).10.10(1H,s) 
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Ex. 


R 1 


R 2 


Y 


R 8 


DATA 


102 


2-CF 3 


4-CN 


c=o 




MS FAB (m/z):394[(M+H) + ] 

NMR: 6 :1.52(6H,s),7.32(2H ( t,J=9.0H2),7.95- 

8.03(3H,m),8.13'8.19(1H l m),8.24-8.28(1H l m) t 

8.74(1 H,br),9.1 6(1 H,br) 



^1 o 




Ex. 


R 1 


A 


Y 


n9 


HATA 


103 


CF 3 




so 2 




mp: 145-146C(AcOEt-Hex) 
NMR: 6 :2.57(2H,t,J=6.8Hz),3.04-3.10 
(2H, m),7.40-7.45(2H,m),7.84-7.88 (3H,m), 
7.92 (1 H 1 dd,J=2.0 I 8.6Hz),8.09(1 H,d, 


104 


CF 3 




so 2 


-©-' 


mp: 163-164 C(AcOEt-Hex) 

NMR: 6 :1.02(3H t d,J=6.4Hz),2.46(2H,d t 

J=6.8Hz),3.64-3.71 (1 H,m),7.29-7.33(2H,m), 

7fln.7QimH mlR1fi/1H^ lOBOMHsl 


105 


CF 3 




c=o 


-O- 


mp: 180-1 81 °C(AcOEt-Hex) 
NMR: 6 :1 .27(6H, s ),4.03(2H,d,J=7.0Hz), 
7.24-7.31 (2H,m) t 7.82-7.88(2H,m), 8.09 
(1 H,d,J=8.6Hz), 8. 1 3-8.1 8(1 H,m), 8.32- 
8.35(1 H.m), 8.42-8.48 (1 H,m),10.02(1 H,s) 


106 


CF 3 




so 2 




mp: 161~162C(AcOEt-Hex) 

NMR: 6 :1.19(6H, s ),3.02(2H,d,J=6.7Hz), 

7.36-7.43(2H,m) l 7.76-7.88(3H,m),8.06-8.13 

(2H,m),8.28-8.31 (1 H,m),9.91 (1 H,s) 


107 


CF 3 




c=o 




mp: 19V192°C(AcOEi-Hex) 
NMR: 6 :1.27(6H,s),3.60(2H,d,J=6.4Hz), 
7.10-7.16 (2H t m) l 7 44-7.53(1H,m) l 8.08 
(1H,d,J=8.8Hz), 8.15-8.19(1H,m),8.35- 
8.38(1 H,m),8.72-8.77 (1H f m). 1 0.04(1 H,s) 


108 


CF 3 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436[(M+H) + ] 
NMR( CDCI 3) TMS interna! standard): 
6 :1 .48 (6H,s), 1 .61 (6H,s), 7.1 1 (2H,t,J= 
8.7Hz),7.77-7.86(3H l m),7.93-8.05 (4H,m) 




Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF 3 




c=o 




mp: 236-238 c C(AcOEt-Hex) 
NMR: 6 :1.80-2.02(2H,m) f 2.28-2.38 (2H, 
m),2.60-2.74(2H t m).7.30-7.37 (2H ( m), 
8.01-8.08(3H,m),8.12-8.16 (1H,m),8.30- 
8.32(1 H,m),9.02(1 H,s), 10.1 8(1 H,s) 
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Ex. 




A 


Y 


R 9 


DATA 


110 


CF 3 




S0 2 


-Or 


mp: 169-170°C(AcOEt-Hex) 

NMR: :1 .53-1 .80(2H,m),2.04-2.1 6 (2H, 

m),2.37-2.46(2H,m),7.23-7.32 (2H,m), 

7.73-7.80(2H,m),7.98-8.15 (3H,m),8.41 

(1H,S),10.24(1H,S) 


111 


CF 3 


Si 


c=o 


f tJ r 


mp: 205-20r'C(AcOEt-Hex) 
NMR: 6 :1.79-2.05(2H,m),2.22-2.31 (2H, 
m),2.67-2.76(2H,m),7.16-7.23(2H, m), 
7.50-7.59(1 H > m),8.09-8.16(2H,m) l 8.33- 
8.36(1 H.mJ^^BflH^.IO^S (1H,s) 


112 


CF 3 




so 2 




mp: 211-213 C(AcOEt-Hex) 

NMR: 6 :1 .02-1 .05(2H,m),1 .30-1 .33 (2H, 

m),7.30-7.35(2H l m) l 7.82-7.86(2H ) m), 7.96 

(1 H,dd,J=1 .6,8.4Hz),8.07(1 H,d,J=8.4Hz),8 

.12( , 1H!d ) J=l!6Hz),8.45(1H,s) l 10.24(1H f s) 


113 


CF 3 




c=o 


-Or 


mp: 284-286C(AcOEt-Hex) 
NMR: 6:1.1 9-1. 22(2H,m),1. 53-1. 56 (2H, 
m),7.31-7.37(2H,m),8.00<8.05(2H,m), 8.08 
(1 H,d,J=:8.8Hz),8.20(1 H.dd.J^.O.S.SHzJ.B 
.32(1 H,d,J=2.0Hz),9.03(1 H,s), 10.25(1 H,s) 


114 


CF 3 


Q 


so 2 




mp: 177-178°C(AcOEt-Hex) 
NMR: 6 :1 .49-1 .63(4H,m),1 .84-1 .90 (2H, 
m),2.06-2.1 2(2H,m),7.23-7.28(2H,m), 7.78 
-7.82(2H J m),7.97-8.09(4H l m) l 1 0.1 1 (1 H,s) 


115 


CF 3 


Q 


c=o 




mp: 235-236°C(AcOEt-Hex) 

NMR: 6 :1 .62-1 .81 (4H,m) f 1 .99-2.05(2H. 

m),2.26-2.33(2H,m),7.28-7.34(2H ( m),7.99 

-8.05(3H,m),8. 12(1 H,dd,J=1.6,8.8Hz), 8.29 

(1H l d,J=1.6Hz) ( 8.62(1H,s) l 10.23 (1H,s) 


116 


CF 3 


Q 


so z 




mp: 188-189 c C(AcOEt-Hex) 

NMR: 6 :1. 22-1 .54(6H,s), 1.84-1. 88 (4H. 

m) t 7.1 9-7.24(2H,m), 7.72(1 H,s),7.78-7.81 

(2H,m) t 7.95(1H,dd,J=1 .6,8.8Hz),8.04-8.08 

(2H,m),9.91(1H,s) 


117 


CF 3 


Q 


c=o 


-0^ 


mp: 241-242°C(AcOEt-Hex) 

NMR: 6 :1. 31-1. 42(1 H,m), 1.45-1 .68 (5H, 

m),1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 

-7.33(2H,m) I 7.93-8.13(5H,m),8.29 (1 H,d, 

J=2.0Hz)',10.12(1H,s) 


118 


CN 




c=o 


-Or 


mp: 294-295 : 'C(AcOEt) 
NMR: 6 :1.18-1.22(2H,m),1 .52-1.55 (2H, 
m) I 7.30-7.36(2H ) m),8.00-8.06 (3H,m), 
8.16-8.19(1 H,m),8.33(1 H,d, J=1 .6Hz), 
9.04(1 H,s) f 10.21(1H,s) 


119 


CN 




so 2 


-Or 


mp: 171-172°C(AcOEt-Hex) 

NMR: 6 :0.98-1 .02(2H,m),1 .28-1 .32 (2H, 

m),7.33-7.39(2H,m),7.80-7.86 (2H,m), 

7.96(1 H,dd t J=2.0,8.4Hz);8.04(1 H,d,J=8.4 

Hz) t 8.17(1H l d,J=2.0Hz),8.48(1H,s),10.23( 

1H,s) 


120 


CN 


Q 


so 2 


-Or 


mp: 214-215°C(AcOEt-Hex) 
NMR: 6 :1 .47-1 .63(4H,m),1 .80-1 .89 (2H, 
m) ,2.02-2. 1 2(2H , m) ,7.28-7.34 <2H ,m) , 
7.78-7.84(2H,m) ( 7.93-7.97 (1 H,m),8.02- 
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Ex. 


R 1 


A 


Y 


R 9 


DATA 1 












8.06(2H l m),8.16(1H ) d, J=2.0Hz), 
10.12(1H,s) 


121 


CN 


Q 


c=o 




mp: 134-135 c C(AcOEt-Hex) 
NMR: :1 .60-1 .81 (4H,m),1 .96-2.07 (2H. 
m) l 2.22-2.34(2H l m) i 7.28-7.34(2H, m), 
7.98-8.05(3H,m),8.07-8.1 1 (1 H,m), 8.29 
(1 H,d,J=2.0Hz) ,8.62(1 H,s),1 0.1 9(1 H.s) 


122 


CF 3 


0 


c=o 




mp: 246-247 O(AcOEt) 
NMR: 6 :2.02-2.10(2H,m),2.1 5-2.24 (2H, 
m),3.70-3.77(4H,m),7.30-7.36 (2H,m), 
7.98-8.15(4H,m),8.28-8.30 (1H t m), 8.43 
(1H,s),1 0.23(1 H.s) 


130 


CF 3 


-o- 


c=o 




(A) MS FAB(m/z):432[(M-H)-] 
NMR: 6 :1.30-1.70(4H, m), 1.90-2.00 
(4H, m), 2.25-2.50(1 H, m), 3.70-3.85(1 H, 
m), 7.25-7.38(2H, m), 7.88-7.96(2H, m), 
7.97-8.02(1 H,m), 8.09(1 H, d, J=8.4Hz), 
8.23-8.33(2H, m), 10.63(1 H, br) 

(B) MS FAB(m/z):434[(M+H) + ] 
NMR: 6 :1. 58-1. 90(8H, m), 2.57-2.65 
(1H, m), 3.90-4.02(1 H, m), 7.23-7.31 (2H, 
m), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H, d, J=8.4Hz), 8.19-8.26(1 H, m), 
8.36(1 H, br), 1 0.59(1 H, br) 



S.1 2 




Ex. 


R 1 


R 2 


Y 


R 9 


DATA 


123 


CF 3 


CN 


c=o 




mp: 249-250'C: (EtOH) 

NMR: 6 :1.63(3H,s)J.94-2.03(3H,m),2.17- 

2.28(1 H,m),3.50-3.59(1 H,m),3.73-3.82(1 H,m), 

7.29(2H,t,J=9.0Hz),7.65(2H I dd,J=5.6 1 9.0Hz),8 

.10(1H,d t J=8.8Hz),8.17(1H,dd,J=1.8,8.8Hz) l 8. 

34(1 H,d,J=1 .8Hz),9.96(1 H,s) 


124 


CF 3 


CN 


so 2 




mp: 115-116 ,: C ((Et) 2 0-Hex) 

NMR: 6 :1 .50(3H,s),1 .88-2.07(3H,m),2.22- 

2.31 (1 H,m),3.36-3.46(1 H,m),3.61 -3.69(1 H,m), 

7.56-7.62(2H,m),7.66-7.71 (1 H,m),7.78-7.82 

(2H,m),8.14(1H,d, J=8.4Hz), 8.23(1H,dd, 

J=2.0,8.4Hz),8.29(1H,d,J=2.0Hz),10.04(1H,s) 


125 


CF 3 


CN 


so 2 




mp. 180-182°C (i-PrOH-CHCI 3 ) 

NMR: 6 :1 .52(3H,s),1 .89-2.07(3H,m),2.22- 

2.31 (1 H,m),3.39-3.46(1 H,m),3.61 -3.68(1 H,m), 

7.39-7.45(2H,m),7.84-7.90(2H,m), 8.13(1 H,d, 

J=8.8Hz),8.22(1H t dd,J=2.0 l 8.8Hz),8.27(1H,d, 

J=2.0Hz),10.03(1H t s) 


126 


CF 3 


CN 


so 2 




mp: 149-150°C (EtOH-(Et) 2 G) 
NMR: 6 :1 .49(3H,s),1 .86-2.07(3H,m),2.20- 
2.30(1 H,m),3.28-3.42(1 H,m),3.56-3.68(1 H,m), 
3.84(3H,s),7.03-7.13(2H,m) t 7.70-7.75(2H,m), 
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Fx. 


R 1 


R 2 


Y 


R 9 


DATA 












8.13(1 H,d,J=8.8Hz), 8.23(1 H t dd I J=2.0,8.8Hz), 
8.29(1 H,d, J=2.0Hz),1 0.02(1 H,s) 


127 


CF 3 


CN s 


0 

H 




mp: 182-1 84°C (CH 2 CI 2 -(Et) 2 0) 
NMR: 6 :1 .53(3H,s),1 .86-1 .95(1 H,m) f 1 .97- 
2.20(3H,m), 3.59-3.67(1 H,m),3.75-3.83 
(1H,m). 7.23-7.28(2H t m),7.52-7.57(2H t m), 
8.07(1 H,d, J=8.4Hz),8.18(1H l dd,J=2.0,8.4Hz) > 
8.33(1 H,d,J=2.0Hz),8.35(1 H.br),9.97(1 H,s) 
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CF 3 


ON 


o 

H 




mo- 173-175°C (1 2-diCI-Et) 

NMR; 6 :1.00(3H,t,J=7.2Hz),1.46(3H l s) ( 1.76- 

1.84(1H,m) l 1.86-2.02(2H l m) l 2.10-2.19 

(1 H,m), 2.95-3.1 0(2H,m),3.29-3.37(1 H,m), 

3.51-3.60 (1H,m), 6.24-6.30(1 H,m),8.07(1H,d, 

J=8.8Hz), 8.13(1 H,dd,J=2.0,8.8Hz),8.31 (1 H,d, 

J=2.0Hz), 10.15(1H,s) 




w~3 


CN 


0 

H 


Me 


mp: 167-1 68°C (AcOEt-Hex) 

NMR: 6 :1.05(3H l t,J=6.4Hz) I 1.46(3H,s) l 1.75- 

1 .83(1 H,m),1 .86-2.02(2H,m),2. 10-2.20(1 H,m), 

3.31-3.38(1 H,m),3.52-3.60 (1 H,m),3.65-3.78 

(1 H,m),5.93{ 1 H. d, J=8.6Hz),8.07{1H,d t 

^8.6^)^.12(^^^=1.8,8.6^)^.30(11-1^, 

J=1.8Hz),10.17(1H,s) 



^1 3 



Ex. 


Structure 


DATA 
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MS FAB(m/z):392[(M+H) + ] 

NMR: 6 ; 3.60-3.75(1 H, m), 4.20-4.30 

(2H, m), 4.35-4.60 (2H, m), 7.25-7 .34(2H, 

m), 7.68-7.76(2H, m), 7.95-8.20(1 H, m), 

8.08-8.14(1 H, m), 8.30(1 H, br), 10.83(1 H, 

br) 



Com. :ik&Mm^r 
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l. T8E— tt*< I )^$ttST*>/UT5/IBiftT'>/ur=-i;Klil«ffXtt't«J!fl 



nrOXfil 

R 4 , R 5 , R 6 Sr/R 7 :P-X«m^oT7K^^T-, i^&£^LT<^Tt ^{S^TVI^A- 



^^^liR 8 <^R ^ '^-|$: ^ ^^oT^^^^^oT/^^^>£«^Ll:t ) J:<, Xttn#l<z>£ 
{1.U Z^^nry— /^/^=^S<^^^f*, R 4 <tR 5 ^>^K<tk— ^fi*^^ 

2. tie— i )T^^ti5r^7'$y«r^^T-yK^#^x(4 j e^>^i 





R 3 r 4 r 5 .r 6 r 7 R 



R 
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n:OXf-±l 

R\ R\ R <i Sr>'R T :P-X(lll^oT7K^/^^, «tfe£&#LTV^Tfc&V^6»Trt'*/l' 



Tt>J:<, XB, n^l^irtR^RVjS -fft^oT, ^n7^u>ieMLUJ:^ 
Z:Y-R 9 

Y ■ 5£ — C — — S— x«i — C-N — -C^ftSS 
X 2 • (0)m X 2 R» 

V^fn7!J-^S 
R ^t/R l0 :7j<^J^T-Xfi^T^/^ 

m:OXIil, 2 

3. T3B— I )-e*$H5T^/UT5ygJftT^T=-yK^*flEXtt-€-<Z>«l[ 




(l) 
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n:OXttl 

R 4 X!iR 5 , R e S.U«R 7 :|WJ— Xlil^ot*!^, XttUs*±<ZJ|B|— Xtt»#ofc, 
Z:Y-R 9 

Y: — c— — s— x« — c-n— -r-7F$^s 

X 2 • (0)m X 2 R 10 

x^uo^ : mm^xamnw^ 

m:OXm, 2 



-51 - 



WO 98/22432 



PCT/JP97/04174 



N _ { 1 — [ (4— s^tv — 3 - hy 7/U^-n^yU73i=. AO #A^^e--Y/l-] - 1 — ^/^f- 

N— {1 — [(3, 4-i/v'7y7s-/l')*/l'/< ; e^/l']-l-^f^f/V}-4-7^n 

N- {1 — [ (3-^nn-4-i/7y7x^/l/)^/^< ; e'f^] - 1 -p^/l^n^/U} -4 — 7 
/UtO'OXT 5 K ; 

N — { i — [ (4 — v-T 7 — 3 — hy ~7-jl=- /U) # /W-^-iVH - 1 — ^ /U:x.^ 

/W-2, 4, e-hy^/i^n^/XT^KX; 
4-^nt3-N-{l-[(4— i/TJ — 3 — hy^/U^P^/V^zc— A-O^/W^-f/U] — 1- 
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